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COMBINATION DRUG THERAPIES COMPRISING AMINOGLYCOSIDE 
ANTIBIOTICS AND N.N'-DISUBSTITUTED GUANIDINES 

BACKGROUND OF THE INVENTION 

This application is a continuation-in-part of copending U.S. 
application serial number 60/051,860, filed July 7, 1997, which is 
incorporated herein by reference. 
5 1. Field of the Invention 

The present invention relates to pharmaceutical therapies that 
comprise administration of an aminoglycoside antibiotic in combination with 
a substituted guanidine or other compound as specified herein, particularly 
for treatment of infections such as those caused by Gram-negative bacteria. 
10 2. Background 

Aminoglycoside antibiotics have been widely used in the treatment of 
both Gram-positive and Gram-negative bacteria as well as against 
tuberculosis strains. The aminoglycosides are particularly effective against 
serious infections involving Gram-negative bacilli such as pyelonephritis, 
15 endocarditis, pneumonia, drug-resistant tuberculosis and sepsis. A wide 

variety of aminoglycosides have been previously reported. See, U.S. Patents 
Nos. 5,508,269; 4,645,760; and 4,380,625; and E.J. Begg et al., Br. J. Clin. 
Pharmacol, 39:597-603 (1995). 

However, aminoglycosides pose substantial toxicity problems with to 
about a third of patients receiving aminoglycoside therapy experience some 
level of hearing loss. See R.E. Brummett et al., Arch. Otolaryngol Head Neck 
Surg., 116:406-410 (1990); S.P. Stringer et al., Otolaryngology (eds. M.M. 
Paparella et al., 1653-1669 (Saunders, Philadelphia, 1991). 

It thus would be desirable to have therapies that include use of 
aminoglycoside antibiotics but that avoid or minimize risks of ototoxicity. 
SUMMARY OF THE INVENTION 

The present invention includes methods for treatment of infections, 
including Gram-negative and Gram-positive bacterial infections, comprising 
administering a combination of 1) an aminoglycoside antibiotic, and 2) with 



20 



25 
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a substituted guanidine or other compound as disclosed herein (that second . 
component sometimes referred to herein as "compound or componds 2)"). 

Preferred methods and compositions of the invention will be effective 
against infections previously treated with aminoglycoside antibiotics, but 
5 with the significant advantage of decreased occurrence of ototoxicity relative 
to use of an aminoglycoside antibiotic alone. 

Compounds 2) useful for administration with an aminoglycoside 
antibiotic in accordance with the methods of the invention have been 
disclosed in U.S. Patent No. 4,906,779 (Weber et al.; issued March 6, 1990); 

10 U.S. Patent No. 5,01 1,834 (Weber et al.; issued April 30, 1991); U.S. Patent 
No. 5,093,525 (Weber et al.; issued March 3, 1992); U.S. Patent No. 
5,190,976 (Weber et al.; issued March 2, 1990); U.S. Patent No. 5,262,568 
(Weber et al.; issued November 16, 1993); U.S. Patent No. 5,403,861 (Goldin 
et al.; issued April 4, 1995); and International Applications 

15 PCT/US9 1/03594 (Keana et al.; International Publication No. WO 

91/18868); PCT/US92/0105 (Goldin et al.; International Publication No. 
WO 92/ 14697); PCT/US92/03554 (Weber et al.; International Publication 
No. WO 92/ 19621); PCT/US94/06008 (Durant et al.; International 
Publication No. WO 94/27591); PCT/US94/ 13245 (Durant et al.; 

20 International Publication No. WO 95/ 1446 1) ; PCT/US94 / 1354 1 (Magar et 
al.; International Publication No. WO 95/14467); PCT/US95/01536 (Goldin 
et al.; International Publication No. 95/20950); U.S. Patent application 
serial number 08/601,992 and International application no. 
PCT/US97/ 02678 and corresponding U.S. application serial number 

25 08/858,399; and International Publication No. WO 98 /0640 1 . Each of 
those documents and the substituted guanidine s and other therapeutic 
compounds disclosed therein are fully herein by reference. Thus, for 
example, preferred compounds for use in present methods include 
substituted guanidines include N,N'-disubstituted guanidines, N,N,N'- 

30 trisubstituted guanidines, N,N,N*,N'-tetrasubstituted guanidines, 
hydrazmedicarboximidamide compounds, aminoguanidines, N,N- 
disubstituted guanidines, indolinyl and indolinyl derivative compounds, 
imine-substituted piperidine compound and others as disclosed below. 
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A wide variety of aminoglycoside antibiotics are suitable for use in the 
formulations of the invention. Typically, suitable aminoglycoside antibiotics 
contain two or more amino sugars (aminoglycosides) connected to an amino- 
cyclitol nucleus. Exemplary aminoglycoside antibiotics preferred for use in 
5 formulations of the present invention include clinical agents such as 

gentamycin, amikacin, kanamycin, streptomycin, paromoycin, neomycin, 
netilmicin and tobramycin. Other suitable aminoglycosides include 
seldomycins, sisomycins, aurimycin, lividomycins, streptothricins, 
hybrimycins, coralinomycin, butirosin, strepomutins, nebramycins, 

10 tenebrimycins, ribostamycins, destomycins, trehalosamines, myomycins, 
fortimicins, mutamicins and kasugamycin. Suitable aminoglycoside 
antibiotics are also disclosed in U.S. Patents Nos. 5,508,269; 4,645,760; and 
4,380,625. It should be appreciated however that the present invention is 
not limited by any particular aminoglycoside antibiotic, and the invention is 

1 5 applicable to any aminoglycoside antibiotic now known or subsequently 
discovered or developed. 

The aminoglycoside and substituted guanidine or other active 
compound may be administered simultaneously, in the same or different 
pharmaceutical formulations, or sequentially. Preferred the components of 

20 the combination of the invention are administered substantially 

simultaneously, e.g. in a unitary pharmaceutical composition containing the 
two components. 

The invention also includes pharmaceutical compositions that 
comprise an aminoglycoside antibiotic in combination with a compound 2) 

25 such as a substituted guanidine or other compound as disclosed herein. 
Other aspects of the invention are disclosed infra. 
DETAILED DESCRIPTION OF THE INVENTION 

Preferred compounds for use in combination with an aminoglycoside 
antibiotic include N,N'-disubstituted guanidines, including compounds of 

30 the following Formula I: 

NH 

II I 

R-NH-G-NH-R' 
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wherein R and R' each are an alkyl group of at least 4 carbon atoms 
or carbocvclic arvl groups of at least 6 carbon atoms, or heterocyclic or 
heteroaromatic of having 1 to 3 rings, 3 to 8 ring members in each and 1 to 
3 heteroatoms, e.g., R and R, which can be the same or different, are alkyl 
5 of 4 or more carbon atoms, e.g., a 4 to 12 carbon atoms, preferably a 

straight chain, alkyl group and more preferably a 4 to 8 carbon atom alkyl 
group, for example, butyl, isobutyl, tertbutyl, amyl, hexyl, octyl, nonyl and 
decyl; cycloalkyl of 3 to 12 carbon atoms, e.g., cyclopropyl, cyclopentyl, 
cyclohexyl, cycloheptyl, 1 ,4-methylenecyclohexane, adamantyl, 
10 cyclopentylmethyl, cyclohexylmethyl, 1- or 2-cyclohexylethyl and 2- or 3- 
cyclohexylpropyl; carbocyclic aryl, alkaryl or aralkyl, e.g., of up to 18 carbon 
atoms and containing 1-3 separate or fused aromatic rings, e.g., phenyl, 
benzyl, 1- and 2-phenylethyl, 2-, or 3-phenylpropyl; o-, m-, or p-tolyl, 
m , m 1 - dime thy Iphenyl , o-, m-, or p-ethylphenyl, m,m'-diethylphenyl, m- 
15 methyl- m'-ethylphenyl and o-, m-, or p-propylphenyl, naphthyl, 2-naphthyl, 
and biphenyl, and heterocyclic aromatic rings including pyxidyl,*pyrazinyl, 
*~ pyriinidyli furyl, pyrrolyl, thienyl , thi^olyl , oxazoiylv irrudap;!^ and 
p heriMttaa^^ "~ ~ 

hJ Additionally, 1, 2, 3 or more substituents may be "present on the R 

20 and R' groups, e.g., alkyl of 1-8 carbon atoms, e.g., methyl, ethyl; halo, e.g., 
chloro, bromo, iodo, fluoro; nitro; azido; cyano; isocyanate; ^amino; lowers 
alkylaminp; di-lower alkylamino; trifluoromethyl; alkoxy of 1-8 carbon ^ 
atoms; e.g., methoxy, ethoxy and propoxy; acyloxy, e.g., alkanoyloxy of 1-8 
carbon atoms, e.g., acetoxy and benzoxy; ainido, e.g.* acetamiao, N- 
25 ethylacetamido; carbamide, e.g., carbaijlyU N-methylcarbamyl, N,N> 
dimetiiylcarbainyl; etc. 

Especially preferred are compounds of Formula I wherein R and R' 
each are phenyl groups, which need not necessarily be identical, / 
substituted with one or more of the foregoing substituents, for example, in 
30 the o-, m- or p-position or the o-, p- or m,m -position, when the phenyl 

group is disubstituted, or R is phenyl or otherwise defined herein and R is 
adamantyl. 

Preferred compounds N,N' -disubstituted compounds for use in 
accordance with the invention include N,N -di-m-tolylguanidine; N,N'-di-o- 



30 



WO 99/02145 

PCT/US98/13640 

~ 5 - 

iodophenylgua,,^. N 

"™P h en yl) ^ S ' 3 
~ y i )guanidine; N,N, bisr3 m !r" ,S ° PrOPy,Phenyl ^^<«na. N N . h . 

10 8- yl)gUimi ", s(3 . a21d<)ph • 

NN-di„u , f Umarin -8-yiH!UanM- . N,N "^(quinolin. , 

.N ' 4phe„ ylguanidfae . tZZZZr* N ' N --*»u tyIguanidi le ; 

bro m op henyl)guanidln '*ne; N , N , di . 

*^^a^^ N ';^ yl, ~- N.K, " 

Asymmetrical N N' i . 

a s compound 2) in f bStltUted ^anidines are , 

i^una in methods *n,i s are also preferr*^ 

° - — , a ::: h ~ ons of ae ~- ^ - use 

Preferred are a««r~> erem R and R" are 

more of *u groups, including arvl ^ R each 

rrrr *— nrrr d r one - 
- r U p * r^r uoa - - - - - -~r:t tte 

Especially prefer-r^ 
«- «n,po siti J s P of t^ <~«cai gu^^ for 
eftylphenrf, "vention include N-f 1 „„ * e me »°ds 

anyi )guanidme . N . (1 tune > ^(i-naphthyl).^.^. 

:: y t henyi, - N '-^^ 

'^"Phenyvgu^^ N ... ™ e ' " (m - eth ylPhe nyI ,. N .. (o . 
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• M(w ( ,tHvlt>henvl)-N'-(4-indanyl)guanidine; N-(m- 

iodo P henyl)-N -(o-ethylphenyl)gu NMm - t olyl)guanidine; N-(o- 

(m-isopropylphenyl)-N -(4-mdanyi)gu ethv i P henyl)guanidine; 

20 «ct:r N " 

e«^- Si*—. ^ 
N-(l-naphthyl)-N -[3-(l nyo«»y na Dhthyl)-N'-(4-fluoro-3- 



30 



tnflucromethylphenyD-N'-tm-tolyllguaiudme, N (a. _ 
K-lo-isopropy^enyl^ani^e; N-(m-trifluorometiiylphenyM ^ t» 
isopropy^heny.,*— e; N-^uorome^ph^-N 
J^henyyg— e; N - (m .«ri fl uo r0mrt hy.phcny 1) -N -,4- 
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md^guan J d me ;N., m - t nfl U o romettyIph e„ yI) . N , (0 . efty 
^-^o rometeyI p henyl) . N , (m . e ^ phmyl) ^ an . dine . y *» 

fluoro-S-^uor^ethylphen^gua^dtae^^-naphth^-N-H-fluoro-a- 
eftylphenyDguanidine; N-(7-fluor 0 naph«h yl) .N.- ( 3-e Ulylph en yl)guanidine . N . 

.sopropylphenyDguanidinc^-d-naphAyD-N'-l^nuoro-^ 

.sopropylphenyllguanidineiN^^fluoronaphteyD-N-H-fluoro^- 
. S oprop y lph e „ y l )guaniane . N . (4 . fluoronaph(hyl) Ni (6 m ^ 

^ 1 Phen y l)gua n idine;N.(7-fl U o I xmaphU ly l ) . tr ., 6 . m(rtho35r .3. 
«hylph e ny 1)g uan^ 

ethyllguanidin^ N-(4- fl uoro„aph Ulyl) . N . ( 4- fl u 0 ro-3-.o lyI)g u M1 i d i„ e . N . (7 . 

«fluoro m eth y lphen yl ) g ua J1 idine i N-,7- fl uoronaph Ulyl ,.N, ( 4- flu „ ro -3- 
tnfluoromcthylphenyljguanidine; N-(coumarin-8- y !)-N-(3- 

e* y lph.n yl ,^anidine; N.,cou m ann-8- y l)- N , (3 . tolyl)guanidine; N _ (iJWaBaBl 

■odophe . )guani(Une; N .| 1 . Mphlw .^ ht ^ uaii4 , 

naphth y l)-N -,o-isoprop y lphe„ y l)guanidine; N-,l-„ a ph«hyl)-N'-<i»- 
tolylphenyl^anidine; N-(J- M ph Uly l,. r r-,o-«h yI ph« lyl , Euanidine . N „ 
naphthyll-N'-lm-isopropylphenyDguamdinc; N-(l-naphth y l,-N'-,m- 
n-eth^phenyflguanldine; N-d-naph^-N-.^-ind^lphenyDguanidine- N 

^m-e*y 1 phe„ yll -N.- (m . m e ttl „ xyphenyI)guanidine; „ 

mdan y .phe„ yl)guanidine; N-fo-Chyiphenyfl-N,,^^^^ „^ H 
«h y lph e „ y l,.NHo-iodophen y l,gua B ldine; N-(o-eth y lphen y l,-N'.,o- 
isopropylphenyllguanidine^-fo-ethylphenyD-N'-lm- 
isopropylphenyl)guamdin e; N-(o- e thyIph e nyl)-N-( m - 
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methoxyphenyl)guamdine; N-(o-ethylphenyl)-N'-(4-indanyl)guanidine; N-(o- 
iodophenyl)-N'-(m-tolyl)guanidine; N-(o-iodophenyl)-N'-(o- 
isopropylphenyl)guanidine; N-(o-iodophenyl)-N'-(m- 
isopropylphenyl)guanidine; N-(o-iodophenyl)-N'-(m- 
5 isopropylphenyl)guanidine; N-(o-iodophenyl)-N'-(m- 

methoxyphenyl)guanidine; N-(o-iodophenyl)-N'-(4-indanyl)guanidine; N-(o- 
isopropylphenyl)-N'-(m-tolyl)guanidine; N-(o-isopropylphenyl)-N'-(m- 
isopropylphenyl)guanidine; N-(o-isopropylphenyl)-N'-(m- 

methoxyphenyljguanidine; N-(o-isopropylphenyl)-N'-(4-indanyl)guanidine; N- 
10 (m-isopropylphenyl)-N -(m-tolyl)guanidine; N-(m-isopropylphenyl)-N-(m- 
methoxyphenyl)guanidine; N-(m-isopropylphenyl)-N , -(4-indanyl)guanidine; 
N-(m-methoxyphenyl)-N'-(m-tolyl)guanidine; N-(m-methoxyphenyl)-N'-(4- 
indanyl)guanidine; N-(4-indanyl)-N'-(m-tolyl)guanidine; 
memylarid6phehyl)-N^2-methy^ N-adamantyl-N'-(2- 
15 methylphenyl)guanidine; N-(iodophenyl)-N , -(2-methylphenyl)guanidine; N- 

&-mj^&te*)to?^ N-(2-iodophenyl)-N'- 
(adamantyl)guanidine; N-(2-methylphenyl)-N , -(cyclohexyl)guanidine; N- 
adamantyl-N'-phenylguanidine; N-(3,5-dimethyl-l-adamantyl)-N'-(o- 
tolyl)guanidine; N-(3,5-dimethyl- l-adamantyl)-N'-(o-iodophenyl)guanidine; 
20 N-(l-adaman1yl)-N'-(o-nitrophenyl)guatiidiHe; N-(exo-2-isobomyl)-N'-(o- 
iodophenyl)guanidine; N-(exo-2-isobomyl)-NMo-tolyl)guanidine; N-(o- 
iodophenyl)-N'-(t-butyl)guanidine; N-(adamant- l-yl)-N'-(o- 
isopropylphenyl)guanidine; N-(adamant- 1 -yl)-N'-(p-bromo-o-tolyl)guanidine; 
N-(cyclohexyl)-N'-(p-bromo-o-tolyl)guanidine; N-(adamant-2-yl)-N'-(p- 
25 iodophenyl)guanidine; N-(adamantan-l-yl)-N'-(2- 

trffluoromethylphenyl)guanidine; N-(adamantan- l-yl)-N'-(2-methylphenyl)- 
N-methylguanidine; N-(adamantan-l-yl)-N'-(6-coumarinyl)guanidine; N- 
(adamantan-l-ylJ-N'-lS-coumarinylJguanidine; N-(adamantan-l-yl)-N , -(2,4- 
difluorophenyl)guanidine; and N-(adamantan-l-yl)-N , -(2-trifluoromethyl-4- 
30 fluorophenyl)guanidine; and pharmaceutical^ acceptable salts of said 
compounds. 

N,N,N'-trisubstituted guanidines are also preferred for use as 
compound 2) in the methods and compositions of the invention, including 
compounds of the following Formula II: 
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NH 
II 

R-N-C-N-H 
5 R' R" 

whereto R, R' and R" are independently a C-Cs alky, group, a c 2 . c . 
alkeny, group. O-C. alkyny, group, cycloalky, group, cyclop group 
subsututed by one or more subsutuems, cyCoalkeny, group, cycloalkeny, 
10 group aubsftuted with one or more aubsdtuents, carbocyebe Zyl group 
carbocyeuc ary. group substituted by one or more subautuents, ally, 
group, aJkary, group aubatituted by one or mo re aubati«uen«a, heterocyclic 
group, heterocyolic group substituted by one or more aubautuenta 
heteroaryl group, or a heteroaryl group substituted by one or more' 
15 substituents; 

or a physiologically acceptable salt thereof 

C C T,lrr ta f dSUbStttUentiSahalOEen0fChIOr<) - flu0ro ' b ^°.iodo, 
C-C. alky,. C,-Cs aikox-y, eyano, Ci-C, 5 diaikylaminoaikyl, carboy 

>0 Zl 0 ^; 0 '" 0 ' alky ' thl0 ' -W - ™ « <«• ***** aroyl, 
20 araJkoxy, C 2 -c. acyl, ary,, heteroary,, an ary, fused to a benzenering a 

heteroaryl fused to a benzene ring, C,-C heterocycloaUcy,, a C-C. 

heterocycloaJky, ring fused to a benzene ring, C,-C 8 alky, S uubnyl, ary,thio 
-tod, 0,-C a^lamino. C 2 -C, 5 diamine, hydros, hydrozyalky, ' 
^oy, c,e. N-aJky^^ N,N'-dialkylcaifeaJiioy3, : -niteb, 
5 azido or a C 2 -Ci 5 dialkylsulfamoyl. ^ Co 

Preferably, with reference to Formula II, preferred N N N'- 
tnsubstituted guanidines are wherein R and R« are independently a 
cycloalkyl group, a cycloalkyl group substituted with one or more 
substituents, cycloalkenyl, cycloalkenyl substituted by one or more 
substituents, carbocyclic aryl group, carbocyclic aryl group substituted with 
one or more substituents, alkaryl group, alkaryl group substituted with one 
or more substituents, aralkyl group, aralkyl group substituted with one or 
more substituents, heterocyclic group, heterocyclic group substituted with 
one or more substituents, heteroaryl group, or a heteroaryl group 
substituted with one or more substituents; and R' is independently a Cl -C 
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alkyl group, C 2 -Cs alkenyl group, C 2 -C 6 alkynyl group, an alkaryl group, or a 

substituted alkaryl group. 

Especially preferred N,N,N'-trisubstituted guanidines for use as 

compound 2) in accordance with the invention include N.N'-di-(l-naphthyl)- 
5 N-inethylguanidine; N,N'-di-(l-naphthyl)-N-ethylguanidine; N,N'-di-(m- 

ethylphenyl)-N-methylguanidine; N-(o-isopropylphenyl)-N'-methyl-N'-(l- 

naphthyl) guanidine; N-(m-ethylphenyl)-N-methyl-N'-( 1 -naphthyl)guanidine; 

N-ethyl-N,N-di-(m-ethylphenyl)guanidine; N-ethyl-N-(m-ethylphenyl)-N'-(4- 

indanyl) guanidine ; N-ethyl-N-(m-ethylphenyl)-N'-(4-indenyl)guanidine; N- 
10 ethyl-N-(m-ethylphenyl)-N'-(o-iodophenyl)guanidine; N-ethyl-N-(m- 

ethylphenylJ-N'-Co-isopropylphenylJguanidine; N-ethyl-N-(m-ethylphenyl)-N'- 

( l-naphthyl)guanidine; N-ethyl-N-(m-ethylphenyl)-N'-(m- 

methylphenyl) guanidine; N-ethyl-N-(4-indanyl)-N'-(m-ethylphenyl)guanidine; 
N-ethyl-N-(4-indenyl)-N'-(m-ethylphenyl)guanidine; N-ethyl-N-(o- 
15 iodophenyl)-N'-(m-ethylphenyl)guanidine; N-ethyl-N-(o-isopropylphenyl)-N'- 
(m-ethylphenyl)guanidine; N-ethyl-N-(l-naphthyl)-N'-(m- 
ethylphenyl) guanidine ; N-ethyl-N- (m-methylphenyl) -N'-fm- 
ethylphenyljguanidine; N-isopropyl-N^'-dHm-ethylphenylJguanidine; N- 
isopropyl-N-(m-ethylphenyl)-N'-(4-indanyl)guanidine; N-isopropyl-N-(m- 
20 ethylphenyl)-N'-(4-indenyl)guanidine; N-(isopropyl)-N-(m-ethylphenyl)-N'-(o- 
iodophenyljguanidine; N-isopropyl-N-(m-ethylphenyl)-N'-(o- 
isopropylphenyl)guanidine; N-isopropyl-N-(m-ethylphenyl)-N'-( 1- 
naphthyl)guanidine; N-isopropyl-N-(m-ethylphenyl)-N'-(m- 
methylphenyl)guanidine; N-isopropyl-N-(4-indanyl)-N'-(m- 
25 ethylphenyl)guanidine; N-isopropyl-N-(4-indenyl)-N'-(m- 

ethylphenyl)guanidine; N-isopropyl-N-(o-iodophenyl)-N'-(m- 
ethylphenyl)guanidine; N-isopropyl-N^o-isopropylphenylJ-N'-tm- 
ethylphenyl)guanidine; N-isopropyl-N-( l-naphthyl)-N'-(m- 
ethylphenyl) guanidine; N-isopropyl-N-(m-methylphenyl)-N'-(m- 
30 ethylphenyl)guanidine; N-methyl-N-(m-ethylphenyl)-N'-(4-indanyl)guanidine; 
N-methyl-N-(m-ethylphenyl)-N'-(4-indenyl)guanidine; N-methyl-N-(m- 
ethylphenylj-N'-lo-iodophenyljguanidine; N-methyl-N-(m-ethylphenyl)-N'-(o- 
isopropylphenyl)guanidine; N-methyl-N-(m-ethylphenyl)-N'-(m- 
methylphenyljguanidine; N-methyl-N-(4-indanyl)-N'-(m- 
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«hylphe„ yl)6uanidine; N , 8 . coum ^ y ^ *2l7"" N '" <m " 

coumarinyD-N-ethylguanidin.- mm ' N -< 1 " n «Phthyi)-N'.(8. 

- n, ethylguanidine; ^T^^ 

na P hth y i,- N , (3 . ethyIphenyl .x. irr w * N - <7 - fl »«»-»- 

NWa-ethy^e^il^^'-^N-H-fluo^,^^ 

ethy.pheny.-K^ethy,^^^ N 7, 
^ylpheny 1 ,K, meth ~^ e e :^ ~««W«Wa. 

ethy.pheny,,,,^^:^;^ 

athylphenyl)-N'-meth y lguanidine; N-pC-difluor i^^k ^ 

«*y>Pheny I) . N , methylguanidine ; j£ •^->-l-na P h aiyl) . N , ( 3. 
-WW*^ k "'"• 8 - ,n " U0rO - 1 -Phthy 1) - N , ( 3. 

etty>Phen yl ,-N- m e^^^ 

n-ethylphenyD-N -methylguanidine- N ,1 N -< 8 -^°«™yl)-N-<3. 

y guanidine, N-(8.coumarinyl)-N'-(4-fluoro-3- 
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e thylphenyl)-N'-methylguanidine;N,N'-di(8-coumarinyl)-N-methylguanidin 
N,N , -di(8-coumarinyl)-N-ethylguaiiidine;N-(2-fluoronaphthyl)-N , -(3- 
memylphenyU-N'-methylguanidine; N-(4-fluoronaphthyl)-N , -(3- 
methylphenylJ-N'-methylguanidine; N-lS-nuoronaphthylhN'-p- 
5 memylphenylJ-N'-methylguanidine; N-lT-fluoronaphthylJ-NMS- 

m ethylphenyl)-N -methylguanidine; N-(2,4-difluoronaphthyl)-N , -(3- 
methylphenyl)-N , -methylguanidine;N-(2,4,5-trifluoronaphthyl)-N'-(3- 
methylphenyl)-N'-methylguanidine;N-(2 > 43-trifluoronaphthyl)-N , -(3- 
methylphenyl)-N'-methylguanidine; N-(l-naphthyl)-N , -(2-fluoro-3- 
10 methylphenyl)-N'-methylguanidine; N-(l-naphthyl)-N'-(4-fluoro-3- 
methylphenylJ-N'-methylguaiiidine-.N-tl-naphthyli-N'-tS-fluoro-S- 
methylphenyl)-N'-methylguanidine; N-(l-naphthyl)-N , -(3.nitrophenyl)^ 
ethylguanid^e;N-(l-naphthyl)-N , -(4-nuoro-3-ethylphenyl)-N- 
methylguanidine;N-(l-naphthyl)-N , -(3-trifluoromethylphenyl)-N•- 
15 methylguanidine; N-(8-coumarinyl)-N•-(3-trmuoromethylphenyl)-N•- 
methylguanidine;N-(l-naphthyl)-N•-(3-t^muoromethylphenyl)-N•- 
ethylguanidine; and N-tS-coumarinylJ-N'-lS-trifluoromethylphenylJ-N 1 - 
ethylguanidine; and pharmaceutically acceptable salts of said compounds. 
N,N,N',N'-tetrasubstituted guanidines are also preferred for use as 
20 compound 2) in accordance with the invention, including compounds of the 
following Formula III: 

NH 

11 III 
R-N-C-N-R'" 111 
25 j j 

R R" 

wherein R, R, R" and R" are independently a Ci-C 8 alkyl group, a C 2 - 
30 C 8 alkenyl group, C 2 -C 8 alkynyl group, cycloalkyl group, cycloalkyl group 
substituted by one or more substituents, cycloalkenyl group, cycloalkenyl 
group substituted with one or more substituents, carbocyclic aryl group, 
carbocychc aryl group substituted by one or more substituents, alkaryl 
group, alkaryl group substituted by one or more substituents, heterocyclic 
35 group, heterocyclic group substituted by one or more substituents, 
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heteroaryl group, or a heteroaryl group substituted by one or more 
substituents; 

or a physiologically acceptable salt thereof; 

wherein said substituent is halogen such as chloro, fluoro, bromo 
iodo. Cl -Cs alkyl, Cl -C 8 alkoxy, cyano, CwC l4 dialkylaminoalkyl, carboxy ' 
carboxamidb, C ,-C 8 alkylthio, allyl, aralkyl, alkaryl, C 3 -C 6 cycloalkyl, aroyl 
aralkoxy, C 2 -C 8 acyl, aryl, heteroaryl, an aryl fused to a benzene ring a ' 
heteroaryl fused to a benzene ring, Ca-C, heterocycloalkyl, a Ca-Ce 
heterocycloalkyl ring fused to a benzene ring, Cj -C 8 alkylsulfonyl, arylthio 
ami °°' Ci ' G8 ^^m, C 2 -C J5 dialkylamino, hydroxy, hydroxyalkyl 
carbanloa €hGs N^alkylcarbamoyl; C 2 -C 15 N,N--dialkylcarbamoyl, ni*o 
azidp or a Ca^rs dialkylsulfamttyl. 

With reference to Formula III, preferred N,N,N',N'-tetrasubstituted 
guanidines are wherein R and R" are independently a cycloalkyl group a 
cycloalkyl group substituted with one or more substituents, a cycloalkyl 
group, a cycloalkyl group substituted with one or more substituents a 
cycloalkenyl group, cycloalkenyl group substituted with one or more 
substituents, carbocyclic aryl group, carbocyclic aryl group substituted with 
one or more substituents, alkaryl group, alkaryl group substituted with one 
or more substituents, aralkyl group, aralkyl group substituted with one or 
more substituents, heterocyclic group, heterocyclic group substituted with 
one or more substituents, heteroaryl group, or a heteroaryl group 
substituted with one or more substituents; and R and R'" are independently 
a Cl -C 8 alkyl group, C 2 -C 6 alkenyl group, C 2 -Ce alkynyl group, an alkaryl 
group, a substituted alkaryl, a cycloalkaryl, or substituted cycloalkaryl 
group. 

Especially preferred guanidines of Formula III are those wherein R 
and R» are independently carbocyclic aryl groups, substituted cycloalkyl 
groups, cycloalkenyl groups, cycloalkenyl groups substituted with one or 
more substituents, carbocyclic aryl groups, substituted carbocyclic aryl 
groups, alkaryl groups, substituted aralkyl groups, heterocyclic groups 
subsututed heterocyclic groups, heteroaryl groups, or substituted heteroaryl 
groups; and R- and R'" are Ca-Cs alkyl groups. Particularly preferred 
N,N,N'N'-tetrasubstituted guanidines include N.N'-diethyl-N N'-di-(m 



_9902145A1_I_> 



WO 99/02145 



PCT/US98/13640 



- 14 - 

ethylphenyl)guanidine; N,N , -diethyl-N,N , -di-(l«naphthyl)guanidine; N,N'- 
diet±iyl-N-(m-e1±Lylphenyl)-N , -(4-indanyl)guanidine; N , N ' - diethyl- N-(m- 
ethylphenyl)-N-(4-indenyl)guanidine; N,N*-diethyl-N-(m-ethylphenyl)-N'~(o- 
iodophenyl)guanidine; N , N' - diethyl- N - (m-ethylphenyl) -N'-(o- 
5 isopropylphenyl)guanidine; N^'-diethyl-N-fm-ethylphenylj-N'-tl- 
naphthyl)guanidine; N^'-diethyl-N-ll-naphthy^-N-Cm- 
ethylphenyl)guanidine; N^-diethyl-N-^-methylphenylj-N'-tm- 
ethylphenyl)guanidine; N^'-diisopropyl-N^-di-lm-ethylphenylJguaxiidine; 
N,N , -diisopropyl-N-(m-ethylphenyl)-N , -(4-indanyl)guanidine; N,N'- 
10 dusopropyl-N-(m-elJiylphenyl)-N , -(4-indenyl)guanidine; N,N'-diisopropyl-N- 
(m-ethylphenyl) -N'- (o-iodophenyl) guarddine ; N ,N' -diisopropyl-N- (m- 
ethylphenyl)-N'-(o-isopropylphenyl)guanidine; N^^diisopropyl-N-tm- 
ethylphenyl)-N'-( l-naphthyl)guaxiidine; N,N'-diisopropyl-N-(m-ethylphenyl)- 
N ' - (m-methylphenyl) gu arddine ; N,N'-dimethyl-N,N'-di-(m- 
15 ethylphenyl)guanidine; N,N'-dimethyl-N-(m-ethylphenyl)-N'-(4- 
indanyl)guanidine; N > N , -dimethyl-N-(m-ethylphenyl)-N , -(4- 
indenyl)guanidine; N , N' - dimethyl-N- (m-ethylphenyl) -N'- (o- 
iodophenyl)guanidine; N,N-dimethyl-N"(m-ethylphenyl)-N'-(o- 
isopropylphenyl)guanidine; N,N'-dimethyl-N-(m-ethylphenyl)-N'--(l - 
20 naphthyl)guanidine; N^'-dimethyl-N-lm-ethylphenylJ-N'-lm- 
methylphenyl)guanidine; N-et±Lyl-N'-isopropyl-N,N'-di-(m- 
ethylphenyl)guanidine; N-ethyl-N-(m-ethylphenyl)-N , -(4-indanyl)-N , - 
isopropylguanidine; N-ethyl-N- (in- e thylphenyl) - N - (4-indenyl) -N ' - 
isopropylguanidine; N-ethyl-N-(m-ethylphenyl)-N , -(o-iodophenyl)-N , - 
25 isopropylguanidine; N-ethyl-N-tm-ethylphenylj-N'-to-isopropylphenylJ-N'- 
isopropylguanidine; N-ethyl-N-(m-ethylphenyl)-N , -(l-naphthyl)-N^ 
isopropylguanidine; N-ethyl-N- (m-ethylphenyl) -N'-(m-methylpheny 1)-N'- 
isopropylguanidine ; N-ethyl-N- (4-indanyl) -N' - (m-ethylphenyl) -N' - 
isopropylguanidine; N-ethyl-N-(4-indenyl)-N , -(m-ethylphenyl)-N'- 
30 isopropylguanidine; N-ethyl-N-to-iodophenylJ-N'-tm-ethylphenylJ-N'- 

isopropylguanidine; N-ethyl-N-to-isopropylphenylJ-N'-Jm-ethylphenylJ-N*- 
isopropylguanidine; N-ethyl-N-( l-naphthyl)-N f -(m-ethylphenyl)-N - 
isopropylguanidine ; N-ethyl-N- (m-methylphenyl) -N- (m-ethylphenyl) -N'- 
isopropylguanidine; N^^diisopropyl-N^^di^m-ethylphenylJguanidine; N,N - 
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dnsopropyl-N-(m-ethylphenyl,-NH4-indanyl)guanidine;N,N'-diisopropyl-N- 
(m-ethylphenyl)-N'-(4-indenyl)guanidine; N,N'-diisopropyl-N-(m- 
ethylphenyl)-N'-(o-iodophenyl)guanidine; N.N'-diisopropyl-N^m- 
ethylpheny^-N'-fo-isopropylphenyDguanidine; N.N'-diisopropyl-N-dn- 
ethylphenyl)-N'- ( l-naphthyl,guanidine; N,N--diisopropyl-N-(m-ethylphenyl,- 
N'-(m-methylphenyl)guanidine;N,N-diisopropyl-N-(4-indanyl)-N'-(m- 
ethylphenyl)guanidine; N,N'-diisopropyl-N-(4-indenyl)-N , -(m- 
ethylphenyl)guanidine; N,N'-dii S opropyl)-N-(o-iodophenyl)-N'-(m- 
ethylphenyljguanidine; N.N'-diisopropyl-N-to-isopropylphenyD-N -dn- 
ethylphenyl)guanidine;N,N'-diisopropyl-N-(l-naphthyl)-N 1 -(m- 
ethylphenyl)guanidine; N.N'-diisopropyl-N-dn-methylphenyD-N'-Cm- 
ethylphenyl)guanidine; N-methyl-N,N'-di-(m-ethylphenyl)-N'- 
isopropylguanidine; N-methyl-N-(m-ethylphenyl)-N'-( 4 -indanyl)-N 1 - 
isopropylguanidine; N-methyl-N-(m-ethylphenyl)-N'-(4-indenyl)-N'- 
isopropylguanidine;N- m ethyl-N-(m-ethylphenyl)-N'-(o-iodophenyl).N'- 

xsopropylguaniciine;N-methyl-N-(m-ethylphenyl,-N--(o-i S o P ropylphenyl)-N'- 
isopropylguanidine^-methyl-N-tm-ethylphenylJ-N'-tl-naphthylJ-N'- 
isopropylguanidine; N-methyl-N-(m-ethylphenyl)-N'-(m-methylphenyl)-N'- 
isopropylguanidine; N-methyl-N-(4-indanyl)-N'-(m-ethylphenyl)-N'- 
isopropylguaniciine;N-methyl-N-(4-indenyl)-N•-(m-ethylphenyl)-N•- 
isopropylguanidine; N-methyl-N-(o-iodophenyl)-N'-(m-ethylphenyl)-N"- 
isopropylguaniciine;N-methyl-N-(o-isopropylphenyl)-N'-(m-ethylphenyl)-N-- 
xsopropylguanidine; N-methyl-N-(l-naphthyl)-N'-(m-ethylphenyl)-N-- 
isopropylguanidine; N-methyl.N-(m-methylphenyl,-N'-(m-ethylphenyl)-N-- 
isopropylguanidine; N-ethyl-N^'-di-tm-ethylphenylJ-N-.methylguanidine- N- 
ethyl-N-(m-ethylphenyl)-N'-(4-inda n yl)-N'-methylguanidine; N-ethyl-N-(m- 
ethylphenyl)-N -(4-indenyl)-N'-methylguanidine; N-ethyl-N-(m-ethylphenyl)- 

N'-(o-iodophenyl)-N'-methylguanidine;N-ethyl-N-(m-ethylphenyl)-N--(o- 
isopropylphenyl)-N--methylguanidine; N-ethyl-N-(m-ethylphenyl)-N--(l- 

naphthyl)-N^ m ethylguaiiidine;N-ethyl-N-(m-ethylphenyl)-N'-(m- 
methylphenyl)-N'-methylguanidine; N,N'-di(l-naphthyl)-N,N'- 
dimethylguanidine; N-fS-coumarinyD-N'^a-ethylphenylJ-N.N- 
dimethylguanidine; N.N'-ditS-coumarinylJ-N.NVdirnethylguanidine; N,N'-di(8- 
coum ^yl)-N-methyl-N'-et^ 
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N ,N' -dimetiiylgu?^dMe ; N^fl-naphliiy^-N'-lS-azidophenylJwN^ 
dimethylguanidine ; ^-(S-coumarinyll-N^tS-nitrophenylJr N^N'* 
dimetfiylguanidisfe; <N- (8^couma^inyl)-N , -(3-a2idophenyl)-^s^ , - 
dimethylguanidine ; N-(7-fluoro- l-naphthylJ-N'-tS-ethylphenylJ-N^'- 
5 dimet±iylphenylguanidine; N-(4-fluoro- l-naphthylJ-N'-tS-ethylphenylJ-N^'- 
dimethylguanidine ; N-( l-naphthyl)-N , -(4-fluoro-3-ethylphenyl-N,N - 
dimethylguanidine; N-(l -naphthyl)-N , -(3-methylphenyl)-N,N r - 
dimethylguanidine; N-(8-coumarinyl)-N-(3-methylphenyl)»N,N'- 
dimet±ylguanidine; fc N-(l-naphth^ 
10 N-(l-naphthyl)-N-(3-a^dQphei^^ N-(8reoumaiinyl)- 
N'-CS-nitrophenylJ^N^'-diethylguanidine; N-(8-coumarinyl),rN ,L i(3- 
azidophenyl)-N,N'-die1iiylguanidine; N-(7-fluoro- l-naphthyl)-N-(3- 
ethylphenylJ-N^'-diethylphenylguanidine; N-(4-fluoro- l-napht±Lyl)-N'-(3- 
etliylphenylJ-N^'-diethylguanidine; N-(l-naphthyl)-N*-(4-fluoro-3- 
15 ethylphenyl)-N,N'-diethylguanidine; N- ( 1 -naphthyl) - N* - (3 -methylphenyl) - 
N,N-diethylguanidine; and N-(8-coumarinyl)-N-(3-methylphenyl)-N,N'- 
diethylguanidine; and pharmaceutical^ acceptable salts of said compounds. 

With respect to the N^N'-trisubstituted and N,N,N',N'- 
tetrasubstituted guanidines of Formulae II and III above, typical alkyl 
20 groups are, for example, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
tert-butyl, amyl, hexyl, heptyl and octyl. 

With respect to the N,N,N'-trisubstituted and N,N,N',N'- 
tetrasubstituted guanidines of Formulae II and III above, typical cycloalkyl 
groups have 3 to 12 carbon atoms, e.g., cyclopropyl, cyclopentyl, cyclohexyl, 
25 cycloheptyl, 1,4-methylenecyclohexyl, adamantyl, norbornyl, isobornyl, 

menthyl, cyclopentyhnethyl, cyclohexylmethyl, 1- or 2-cyclohexylethyl and 
1-, 2- or 3-cyclohexylpropyl. 

With respect to the N,N,N-trisubstituted and N^N^N'- 
tetrasubstituted guanidines of Formulae II and III above, typical 
30 cycloalkenyl groups have 5 to 12 carbon atoms and include cyclopentenyl, 
cyclohexenyl, cycloheptenyl, and cycloctenyl groups. 

With respect to the N,N,N'-trisubstituted and N^N^N'- 
tetrasubstituted guanidines of Formulae II and III above, typical carbocyclic 
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aiyl groups include phenyl, 1-naphthyl, 2-naphthyl, biphenyl, 
phenanthracyl, and anthracyl groups. 

With respect to the N.N.N'-trisubstituted and N,N,N',N'- 
tetrasubstituted guanidines of Formulae II and III above', typical alkaryl or 
aralkyl groups, e.g., of up to 18 carbon atoms, may contain 1-3 separate or 
fused aromatic rings, e.g., benzyl, Ci-C alkylphenyl, nitrophenyl, naphthyl 
1- and 2-phenylethyl, 1-, 2-, or 3-phenylpropyl, o-, m-, or p-tolyl, m m'- 
dimethylphenyl, o-, m-, or p-ethylphenyl, m,m -diethylphenyl, m-methyl-m- 
ethylphenyl, o-propyl phenyl, and o-isopropylphenyl. 

With respect to the N,N,N'-trisubstituted and N,N,N',N'- 
tetrasubstituted guanidines of Formulae II and III above^ typical heterocyclic 
aromatic rings include coumarinyl, pyridyl^ pyra^nyl^yrmiidyl, furyl, 
pyW^yl, thienyL thiazOlyl, oxazolyl, miid^lHnd^lyl, beni^furanyl and 



With respect to the N.N.N'-trisubstituted and N,N,N',N'- 
tetrasubstituted guanidines of Formulae II and III above', typical alkenyl 
groups include allyl, 2-butenyl, 2-pentenyl and 2-hexenyl groups. 

With respect to the N,N,]Nr-trisubstituted and I^N.N'.N 1 - 
tetrasubstituted guanidines of Formulae II and III above, typical alkynyl 
groups include 2-butynyl, 2-pentynyl and 2-hexynyl groups. 

With respect to the N,N,N'-trisubstituted and N,N,N',N'- 
tetrasubstituted guanidines of Formulae II and III above', typical aroyl 
groups include carbonyl substituted by the above-listed aryl groups. 

With respect to the N,N,N'-trisubstituted and N.N.N'.N'- 
tetrasubstituted guanidines of Formulae II and III above, typical aralkoxy 
groups include Cl -C 8 alkoxy groups substituted by the above-listed aryl 
groups. 

With respect to N,N,N'-trisubstituted and N^N'.N'-tetrasubstituted 
guanidines of Formulae II and III above, typical heterocycloalkyl groups 
mclude/etrahydrofuranyl, tetrahydropyranyl^piperidinyK morpholinb and 
pyrroKduliyl groups. 

Also preferred for use as compound 2) in accordance with the 
invention are substituted N,N'-disubstituted, N,N,N'-trisubstituted and 
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N^N'^-tetrasubstituted guanidines having a 2,5-substituted-phenyl 
substituent, particularly compounds of the following Formula IV: 




5 wherein R, R 1 and R 2 are each independently hydrogen, substituted 

or unsubstituted alkyl having from 1 to about 20 carbon atoms, substituted 
or unsubstituted alkenyl having from 2 to about 20 carbon atoms, 
substituted or unsubstituted alkynyl having from 2 to about 20 carbon 
atoms, substituted or unsubstituted alkoxy having from 1 to about 20 

10 carbon atoms, substituted or unsubstituted alkylthio having from 1 to about 
20 carbon atoms, substituted or unsubstituted alkylsulfinyl having from 1 
to about 20 carbon atoms, substituted or unsubstituted alkylsulfonyl 
having from 1 to about 20 carbon atoms, substituted or unsubstituted 
amihoalkyl having 1 to about 20 carbon atoms, substituted or 

15 unsubstituted carbocyclic aryl having at least about 6 carbon ring atoms, 
substituted or unsubstituted aralkyl having at least about 6 carbon ring 
atoms, or a substituted or unsubstituted heteroaromatic or heteroalicyclic 
group having 1 to 3 rings, 3 to 8 ring members in each ring and 1 to 3 
heteroatoms; 

20 R 3 , R 4 , and each R 5 substituent are each independently halogen, 

hydroxyl, ^idjo:, substituted or unsubstituted alkyl having from 1 to about 
20 carbon atoms, substituted or unsubstituted alkenyl having from 2 to 
about 20 carbon atoms, substituted or unsubstituted alkynyl having from 2 
to about 20 carbon atoms, substituted or unsubstituted alkoxy having from 

25 1 to about 20 carbon atoms, substituted or unsubstituted alkylthio having 
from 1 to about 20 carbon atoms, substituted or unsubstituted alkylsulfinyl 
having from 1 to about 20 carbon atoms, substituted or unsubstituted 
alkylsulfonyl having from 1 to about 20 carbon atoms, substituted or 
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unsubstituted ammpalfcyi: having from* to about 20 carbon atoms 
substituted or unsubstituted carbocyclic aryl having at least about 6 carbon 
ring atoms, substituted or unsubstituted aralkyl having at least about 6 
carbon ring atoms, nitip, cyan*, substituted or unsubstituted alkanoyl such 
as C,-8 alkanoyl, e.g. acyl, or substituted or unsubstituted carboxy such as 
add or ester groups of the formula -(CH 2 , q COOY where q is an integer of 0-8 
Y xs hydrogen or substituted or unsubstituted C,. 8 alkyl; n is 0 (Rs is 
hydrogen), 1, 2 or 3; or a pharmaceutical^ acceptable salt thereof. 

In the above Formula IV, at least one of R and R 1 will typically be 
other than hydrogen. Preferred compounds of Formula IV include 
trisubstituted compounds where one of the guanidine substituents R R> 
and R 2 of Formula IV above is hydrogen and the other two substituents are 
other than hydrogen, more preferably where R or R> is heterocyclic aryl or 
carbocyclic aryl, still more preferably where R is substituted or 
unsubstituted heterocyclic aryl or substituted or unsubstituted carbocyclic 
aryl and one of R> and R* is hydrogen and one of R> and R* is substituted or 
unsubstituted alkyl. Also preferred are N,N'-disubstituted compounds i e 
where one of R and R> of Formula IV is hydrogen and R* is hydrogen 
preferably where R is substituted or unsubstituted heterocyclic aryl or 
substituted or unsubstituted carbocyclic aryl and R> and R* are hydrogen 
Also preferred are N,N,N'N'-tetra S ubstituted compounds, i.e. where each of 
R R> and R2 substituents of Formula IV is other than hydrogen, preferably 
where R or R> is substituted or unsubstituted heterocyclic aryl or 
substituted or unsubstituted carbocyclic aryl, more preferably where R is 
substituted or unsubstituted heterocyclic aryl or substituted or 
unsubstituted carbocyclic aryl and R> and R* are each substituted or 
unsubstituted alkyl. 

Preferred phenyl ring substituents R3, R4 and R5 of compounds of 
Formula IV include halogen such as F, CI, Br and I, hydroxyhazidb, 
substituted or unsubstituted alkyl including halogenated alkyl, substituted 
or unsubstituted alkoxy including halogenated alkoxy and substituted and 
unsubstituted alkylthio. Typically preferred phenyl ring substituents have 1 
to 4 carbon atoms with methyl, ethyl and propyl including isopropyl being 
parucularly preferred. Halogen-substituted alkyl and alkoxy groups are also 
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particularly preferred including fluoroalkyl having 1, 2, 3 or 4 carbon atoms 
such as trifluoromethyl and fluoro-substituted alkoxy having 1, 2, 3 or 4 
carbon atoms such as trifluoromethoxy (-OCF3). Methylthio (-SCH3) and 
ethylthio (-SCH2CH3) are also particularly preferred phenyl ring 
5 substituents. 

Particularly preferred R and R 1 groups of Formula IV include phenyl 
substituted at least at the 2,5 ring positions. For example, preferred are the 
following compounds of Formula IVa: 



R 3 ' NH r2 r 3 




IVa 



wherein R and R 2 are the same as defined above for Formula IV; each 
R 3 , R 4 , R 5 , R 3 ', R 4 ' and R 5 ' substituent is independently selected from the 
same group of substituents as defined above for R 3 -R 5 of Formula^rV; m and 
n are each independently 0 (R 5 and R 5 are hydrogen when m and n are 
15 respectively 0), 1, 2 or 3; and pharmaceutical^ acceptable salts thereof. 
Preferred compounds of Formula IVa include those compounds where at 
least one of R and R 2 is other than heterocyclic aryl or carbocyclic aryl, e.g. 
where at least one of R and R 2 is hydrogen or substituted or unsubstituted 
alkyl, particularly substituted or unsubstituted alkyl having 1, 2, 3 or 4 
20 carbon atoms. Preferred values of m and n of Formula IVa are 0 and 1. 
Further preferred compounds of Formula IV include those 
compounds where the value n equals 1, particularly where n equals 1 and 
the phenyl ring is substituted by a R 5 group at the 3- or 4-position, i.e. the 
phenyl ring is 2,3,5-substituted or 2,4,5-substituted. 
25 Especially preferred compounds of Formula IV are those where n is 

equal to zero (i.e., the 3, 4 and 6 positions of the phenyl ring are hydrogen- 
substituted), specifically compounds of the following Formula IVb: 
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IVb 



where the groups R through R 4 are the same as specified above for 
Formula IV; and pharmaceutically acceptable salts thereof. Particularly 
preferred compounds of Formula IVb include those compounds where R is 
substituted or unsubstituted heterocyclic aryl or substituted or 
unsubstituted carbocyclic aryl such as substituted or unsubstituted phenyl 
or naphthyl and where at least one of R' and R2 is other than heterocyclic 
aryl or carbocyclic aryl, e.g. where at least one of R' and R2 is hydrogen or 
substituted or unsubstituted alkyl, particularly substituted or 
unsubstituted alkyl having 1, 2, 3 or 4 carbon atoms. 

A still further group of preferred compounds 2) for use in accordance 
with the invention have, in addition to a 2,5-substituted phenyl moiety, at 
least one guanidine substituent (i.e., R, Ri or R2 of Formula IV) that is a 
phenyl group substituted at the 3-position, preferably without substitution 
at other ring positions. Particularly preferred are N-(3-substituted phenyl) - 
N'-(2,5-disubstituted phenyl)guanidines of the following Formula IVc: 




IVc 



wherein R, R 2 and n are the same as defined above for Formula IV; 
each R3 , R 4 ', R* and R3" substituent is independently selected from the same 
group of substituents as defined above for R3, R 4 and R* for Formula IV; and 
pharmaceutically salts of said compounds. Preferred compounds of 
Formula IVc include those compounds where at least one of R and R2 is 
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other than heterocyclic aryl or carbocyclic aryl, e.g. where at least one of R 
and R 2 is hydrogen or substituted or unsubstituted alkyl, particularly 
substituted or unsubstituted alkyl having 1 to about 4 carbon atoms. 
Especially preferred are compounds of Formula IVc are those where one of R 
5 and R 2 is hydrogen and the other is substituted or unsubstituted alkyl 

having 1, 2, 3 or 4 carbon atoms, more preferably where R is methyl, ethyl 
or propyl and R 2 is hydrogen. Preferred values of n of Formula IVc are 0 and 
1. 

Specifically preferred compounds of Formula IV for use in the present 
10 methods include N-(3-ethylphenyl)»N,N'-dimethyl-N , -(2,5- 

dichlorophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N -(2,5- 
dichlorophenyl)guanidine; N-(3-ethylphenyl)-N'-(2,5-dichlorophenyl)-N'- 
methylguanidine; N-(3-ethylphenyl)-N'-(2,5-dichlorophenyl)guanidine; N-(3- 
ethylphenyl)-N-methyl-N'-(2,5-dibromophenyl)guanidine; N-(3-ethylphenyl)- 
15 N , -(2,5-dibromophenyl)-N , -methylguanidine; N-(3-ethylphenyl)-N'-(2,5- 
dibromophenyl) guanidine; N-(3-ethylphenyl)-N-methyl-N , -(2-chloro-5- 
trifluoromethylphenyl)guanidine; N-(3-ethylphenyl)-N , -(2-chloro-5- 
triflu oromethylphenyl) guanidine ; N-(3-ethylphenyl)-N,N , -dimethyl-N'-(2- 
bromo-5-trifluoromethyl)guanidine; N-(3-ethylphenyl)-N-methyl-N , -(2- 
20 bromo-5-trifluromethylphenyl) guanidine; N-(3-ethylphenyl)-N'-(2-bromo-5- 
trifluoromethylphenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-fluoro-5- 
trifluromethylphenyl) guanidine; N-(3-ethylphenyl)-N'-(2-fluoro-5- 
trifluoromethylphenyl) guanidine; N-(3-ethylphenyl)-N,N , -dimethyl-N'-(2- 
chloro-5-ethylphenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-chloro-5- 
25 ethylphenyl) guanidine; N-(3-ethylphenyl)-N'-(2-chloro-5- 

ethylphenyl)guanidine; N- (3-ethylphenyl)-N,N , -dimethyl-N'-(2-bromo-5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-bromo-5- 
ethylphenyl) guanidine ; N- (3 - ethylphenyl) -N'- (2-bromo- 5- 
ethylphenyl) guanidine ; N- (3-ethylphenyl) -N ,N' -dimethyl-N- (2-fluoro- 5- 
30 ethylphenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-fluoro-5- 
ethylphenyl) guanidine; N-(3-ethylphenyl)-N , -(2-fluoro-5- 
ethylphenyl) guanidine ; N- (3~ethylphenyl) -N ,N' -dimethyl-N' - (2 -chloro- 5- 
methylphenyl) ; N - (3-ethylphenyl) -N-metoyl-N'- (2-chloro- 5- 
methylphenyl) guanidine; N-(3-ethylphenyl)-N'-(2-chloro-5- 
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ethylphenyl)guanidine; N-(3-ethylphenyl)-N'-(2-chloro-5- 
methylphenyl)guanidine; N- (3-ethylphenyl)-N-methyl-N , -(2-chloro-5- 
methylthio)guanidine; N-(3-ethylphenyl)-N , -(2-chloro-5- 

methylthio)guanidine; N-(l-naphthyl)-N'-(2-bromo-5-ethylphenyl)guanidine; 
N-(l-naphthyl-N'-(2-fluoro-5-ethylphenyl)guanidine; N-(l-naphthyl)-N'-(2,5- 
dichlorophenyl)guanidine; N-( 1 -naphthyl)-N-(2-fluoro-5- 
methylphenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2,4,5- 
trichlorophenyl)guanidine; N-(3-ethylphenyl)-N'-(2,4,5- 
trichlorophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2,3,5- 
trichlorophenyl)guanidine; N-(3-ethylphenyl)-N'-(2,3,5- 
trichlorophenyl)guanidine; N-(l-naphthyl)-N'-(2,4,5- 
trichlorophenyl)guanidine; N-(l-naphthyl)-N'-(2,3,5- 
trichlorophenyl)guanidine; N-(l-naphthyl)-N -(2,5-dichlorophenyl)-N'- 
methylguanidine; N-(l-naphthyl)-N , -(2-chloro-5-methylphenyl)guanidine; N- 
( 1 -naphthyl)-N'-(2,5-dimethylphenyl)guanidine; N-( l-naphthyl)-N'-(2,5- 
dibromophenyl)guanidine; N-(l-naphthyl)-N'-(2-chloro-5-methylphenyl)-N'- 
methylguanidine; N-(l-naphthyl)-N'-(2-5-dimethylphenyl)-N'- 
methylguanidine; N-(l-naphthyl)-N , -(2,5-dibromophenyl)-N- 
methylguanidine; N-(l-naphthyl)-N'-(2,5-dibromophenyl)-N'- 
methylguanidine; N-( 1 -naphthyl)-N'-(2-chloro-5- 
t±iiomethylphenyl)guanidine; N-( l-naphthyl)-N'-(2-fluoro-5- 
trifluoromethylphenyl)guanidine; N-(l-naphthyl)-N'-(2-chloro-5- 
trifluoromethylphenyl)guanidine; N-( 1 -naphthyl)-N'-(2-bromo-5- 
trifluoromethylphenyl)guanidine; N-( 1 -naphthyl)-N'-(2-thiomethyl-5- 
trifluoromethylphenyl)guanidine; N-(l-naphthyl)-N'-(2-methoxy-5- 
methylphenyl)guanidine; N-( l-naphthyl)-N'-(2-chloro-5- 
ethylphenyl)guanidine; N-(l-naphthyl)-N'-(2-chlo^o-5-ethylphenyl)-N•- 
methylguanidine; N-(l-naphthyl)-N , -methyl-N'-(2-chloro-5- 
thiomethylphenyl)guanidine; N-(8-quinolinyl)-N\r(2TCbJorp^5"r 
methylphenyljguanidine; N-(8-quinolinyl)-N'-(2-chloro-5- 
ethylphenyl)guanidine; «t(8-quinolinyl)-N'-methyl r (2 r ,ehlor^S- 
ethylphenyl)guanidinfe; N-(3-methylthiophenyl)-N-methyl-N'-(2-chloro-5- 
methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N , -methyl-N , -(2-chloro- 
5-methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N'-(2-chloro-5- 
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methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N-methyl-N'-(2-chloro- 
5 - e thy lph eny 1) gu ani dine ; N- (3 -methylthiophenyl) -N ' -methyl-N' - (2 -chloro- 5- 
ethylphenyl) guanidine; N-(3-methylthiophenyl)-N'-(2-chloro-5- 
ethylphenyl) guanidine ; N- (3 -methylthiophenyl) -N-methyl-N' - (2-bromo- 5- 
5 ethylphenyl)guanidine; N-(3-methylthiophenyl)-N'-methyl-N'-(2-bromo-5- 
ethylphenyl) guanidine ; N- (3 -methylthiophenyl) -N- (2-bromo- 5 - 
ethylphenyl)guanidine; N-(3-methylthiophenyl-N-methyl-N'-(2,5- 
dichlorophenyl) gu anidine ; N- {3 -methylthiophenyl-N' -methyl- N 1 - (2 , 5- 
dichlor ophenyl) gu anidine ; N- (3 -methylthiophenyl-N' -(2,5- 
10 dichlorophenyl) guanidine; N-(3-methylthiophenyl)-N-methyl-N'-(2,5- 
dibromophenyl) guanidine ; N- (3 -methylthiophenyl) -N' -methyl-N* -(2,5- 
dibromophenyl) guanidine ; N- (3-methylthiophenyl)-N- (2,5- 
dibromophenyl) guanidine; N-(3-trifluoromethylphenyl)-N-methyl-N , -(2- 
chloro- 5-methylthiophenyl) guanidine ; N- (3 - trifluor omethylphenyl) -N' - 
15 methyl-N 1 - (2 -chloro- 5 -methylthiophenyl) gu anidine ; N-(3- 

trifluoromethylphenyl)-N , -(2-cWoro-5-metJiyl1±iiophenyl)gu anidine; N-(3- 
trifluoromethylphenyl)-N-methyl-N'-(2-chloro-5-ethylphenyl)guanidine; N-(3- 
trifluoromethylphenyl) -N -methyl-N' - (2 -chloro-5-ethylphenyl) guanidine ; N- 
(3-trifluoromethylphenyl)-N'-(2-chloro-5-ethylphenyl)guanidine; N-(3- 
20 trifluoromethylphenyl)-N-methyl-N'-(2-bromo-5-ethylphenyl)guanidine; N-(3- 
trifluorome thylphenyl) -N' -methyl-N' - (2 -bromo- 5- ethylphenyl) guanidine ; N- 
(3-trifluoromethylphenyl)-N , -(2-bromo-5-ethylphenyl)guaiiidine; N-(3- 
trifluoromethylphenyl)-N-methyl-N'-(2,5-dichlorophenyl)gu anidine; N-(3- 
1rifluoromethylphenyl)-N*-met±iyl-N'-(2,5-dichlorophenyl)guaxndine; N-(3- 
2 5 triflu orome thylphenyl) - N ' - (2 , 5-dichlorophenyl) guanidine ; N- (3- 

trifluoromel3iylphenyl)-N-methyl-N , -(2,5-dibromophenyl)guanidine; N-(3- 
trifluoromethylphenyl) -N' -methyl-N'- (2 , 5-dibromophenyl) guanidine ; N- (3 - 
trifluoromethylphenyl) - N' - (2 , 5-dibromophenyl) guanidine ; N- ( 3 -ethylphenyl) - 
N-methyl-N'-(2-bromo-5-methylthiophenyl)gu anidine; N-(3-ethylphenyl)-N'- 
30 methyl-N'-(2-bromo-5-methylthiophenyl)gu anidine; N-(3-ethylphenyl)-N'-(2- 
bromo-5-methylthiophenyl) guanidine; N - (3 -methylthiophenyl) -N-methyl-N ' - 
(2 -bromo- 5-methylthiophenyl) guanidine ; N- (3 -methylthiophenyl) -N T -methyl- 
N' - (2-br omo- 5-methylthiophenyl) gu anidine ; N- (3 -methylthiophenyl) -N'-(2- 
bromo- 5 -methylthiophenyl) gu anidine ; N-(3-methylthiophenyl)-N-methyl-N'- 
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(2-bromo-5-ethylphenyl)guanidine; N-(3-methylthiophenyl)-N'-methyl-N'-(2- 
bromo-5-e1±iylphenyl) guanidine; N-(3-methylthiophenyl)-N , -(2-bromo-5- 
ethylphenyl)guanidine ; N- (3-trifluoromethylphenyl) -N-methyl-N'-(2-bromo-5- 
methylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N'-methyl-N'-(2- 
5 bromo-5-methylthiophenyl) guanidine; N-(3-trifluoromethylphenyl)-N'-(2- 
bromo- 5-methylthiophenyl) guanidine ; N-(3-bromophenyl)-N-methyl-N'-(2- 
chloro-5-methylthiophenyl)guanidine; N-(3-bromophenyl)-N'-methyl-N'-(2- 
chloro-5-methylthiophenyl)guanidine; N-(3-bromophenyl)-N'-(2-chloro-5- 
methylthiophenyl)guanidine; N-(3-trifluoromethoxyphenyl)-N-methyl-N'-(2,5- 

10 dibromophenyl)guanidine; N-(3-trifluoromethoxyphenyl)-N , -methyl-N , -(2,5- 
dibromophenyl)guanidine; N-(3-trifluoromethoxyphenyl)-N'-(2,5- 
dibromophenyl)guanidine; N-(3-trifluoromethoxyphenyl)-N-met±iyl-N , -(2- 
bromo-5-et±iylphenyl) guanidine; N- (3 -trifluorometiioxjrphenyl) - N'-methyl-N'- 
(2-bromo-5-ethylphenyl)guanidine; N-(3-trifluorometho3cyphenyl)-N , -(2- 

1 5 bromo-5-ethylphenyl)guanidine; N-(3-iodophenyl)-N-methyl-N'-(2-chloro-5- 
methylthiophenyl)guanidine; N-(3-iodophenyl)-N'-methyl-N'-(2-chloro-5- 
methylthiophenyl)guanidine; N-(3-iodophenyl)-N'-(2-chloro-5- 
methylthiophenyljguanidine; N-(3-iodophenyl)-N-methyl-N'-(2-chloro-5- 
ethylphenyl)guanidine; N-(3-iodophenyl)-N'-methyl-N'-(2-chloro-5- 

20 ethylphenyl)guanidine; N-(3-iodophenyl)-N'-(2-chloro-5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-met±iyl-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N,N'-dimethyl-N'-(2-chloro-5- 

25 ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(2-bromo-5- 

ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-{3-ethylphenyl)-N'-methyl-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N,N , -dimethyl-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N'-(2-chloro-5- 

30 ethylthiophenyljguanidine; N-(3-methylthiophenyl)-N-methyl-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N , -methyl-N , -(2-chloro-5- 
ethylthiophenyl) guanidine ; N- (3-methylthiophenyl) -N.N'-dimethyl-N'- (2- 
chloro-5-ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N-methyl-N , -(2-bromo-5- 
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ethylthiophenyl) gu anidine ; N-(3-methylthiophenyl)-N-met±iyl-N , -(2-bromo-5- 
etiiylthiophenyl) guanidine; N-(3-methylthiophenyl)-N,N , -dimethyl--N , -(2- 
bromo-5-ethylthiophenyl)guanidine; N - ( 3 - triflu oromethylphenyl) -N ' - (2 - 
chloro- 5-ethylthiophenyl) guanidine ; N- (3-triflu oromethylphenyl) - N-methyl- 

5 N -(2-chloro-5-etliylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N'- 
met^yl-N'-(2-chloro-5-etliylthiophenyl)gu anidine; N-(3- 
1xmuoromethylphenyl)-N,N , -diinethyl-N , -(2-chloro-5- 
ethylthiophenyl) guanidine ; N-(3-trifluoromethylphenyl) -N'-(2-bromo-5- 
ethylthiophenyl) guanidine ; N- (3-trifluoromethylphenyl) -N-methyl-N'- (2- 
10 bromo- 5 -ethylthiophenyl) guanidine; N-(3-trifluoromethylphenyl)-N , -methyl- 
N'-(2-broino-5-ethylthiophenyl)guanidine; N-(3-t^i^luo^omethylphenyl)-N,N , - 
dimethyl-N , -(2-bromo-5-ethylthiophenyl)guanidine; N- (3-ethylphenyl) -N'- (2- 
chloro- 5-trifluoromethylthiophenyl) guanidine ; N-(3-ethylphenyl)-N-methyl- 
N'-(2-chloro-5-lTifluorome1±iylthiophenyl)guanidine; N-(3-ethylphenyl)-N- 

15 methyl-N'-(2-chloro-5-trifluoromethyllJaiophenyl)gu anidine; N-{3- 
ethylphenyl)-N,N , -dimethyl-N'-(2-chloro-5- 

txifluoromet±iylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(2-bromo-5- 
trifluoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N , -(2- 
bromo-5-trmuoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-methyl- 
20 N'-(2-bromo-5-trifluoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N,N'- 
dimethyl-N*-(2-bromo-5-lTmuoromethyltJiiophenyl)guanidine; N-(3- 
methylthiophenyl) -N' - (2-chloro- 5- triflu oromethylthiophenyl) guanidine ; N- (3- 
methylthiophenyl)-N-methyl-N- (2-chloro- 5- 

txifluoromethylthiophenyl) guanidine; N-(3-methylthiophenyl)-N'-methyl-N - 
25 (2-chloro-5-trifluoromethylthiophenyl)guanidine; N- (3 -methylthiophenyl) - 
N^-dimethyl-N^-cWo N-(3- 
mettLylthiophenyl)-N'-(2-bromo-5-1^ N-(3- 
methylthiophenyl)-N-methyl-N'-(2-bromo- 5- 

trifluoromethylthiophenyl)gu anidine; N-lS-methylthiophenylj-N'-methyl-N'- 
30 (2-bromo-5-trifluoromethylthiophenyl)guanidine; N-(3-methylthiophenyl)- 
N,N'-dimelJiyl-N , -(2-bromo-5-trifluoromethylthiophenyl)guam N-(3- 
txifluorometoylphenyl)-N-(2-chloro^ 
N-(3-trifluoromethylphenyl)-N-methyl-N , -(2-chloro-5- 

trifluoromethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N'-methyl- 
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N'-(2-chloro-5-trifluoromethylthiophenyl)guanidine; N-(3- 
trifluoromethylphenyl)-N,N'-dimethyl-N'-(2-chloro-5- 
trinuoromethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N'-(2- 
bromo-5-trifluoromethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)- 
5 N-methyl-N'-(2-bromo-5-trifluoromethylthiophenyl)guanidine; N-(3- 
trilluoromethylphenyl)-N'-methyl-N , -(2-bromo-5- 

trifluoromethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N,N'- 
dimethyl-N'-(2-broino-5-trifluoromethylthiophenyl)guanidine; N-( 1- 
naphthyl)-N , -(2-chloro-5-methylthiophenyl)guanidine; N-(l-naphthyl)-N , -(2- 

10 iodo-5-methylthiophenyl)guanidine; N-(l-naphthyl)-N'-(2-bromo-5- 

methylthiophenyljguanidine; N-(3-methylsulfonylphenyl)-N-methyl-N , -(2 J 5- 
dibromophenyl)guanidine; N-(3-methylsulfonylphenyl)-N'-(2,5- 
dibromophenyl)guanidine; N-(3-methylsulfinylphenyl)-N-methyl-N'-(2 > 5- 
dibromophenyl)guanidine; N-(3-methylsulfinylphenyl)-N'-(2,5- 

15 dibromophenyl)guanidine; and phaimaceutically acceptable salts of said 
compounds. 

Preferred compounds of the above Formulae I through III also include 
those having a substituent of carbocyclic aryl with at least 6 ring carbons, 
particularly phenyl, and substituted at one or more ring positions by 
haloalkyl, substituted or unsubstituted tbioalkyl having from 1 to about 3 
carbon atoms, substituted or unsubstituted alkylsulfinyl, substituted or 
unsubstituted alkylsulfonyl and haloalkyl. Specifically preferred 
compounds include N-(l-naphthyl)-N'-(3-methylthiophenyl)-N'- 
methylguanidine; N-(l-naphthyl)-N-methyl-N'-(3- 
25 methylthiophenyl)guanidine; N-fl-naphthylJ-N.N'-dimethyl-N'-tS- 
me thy lthiophenyl)guani dine; N-(l-naphthyl)-N'-(3- 

methylthiophenyl)guanidine; N-( 1 -naphthyl)-N-(3-methylsulfinylphenyl)-N'- 
methylguanidine; N-(l-naphthyl)-N-methyl-N'-(3- 
methylsulfinylphenyl)guanidine; N-( l-naphthylJ-N^'-dimethyl-N'-fS- 
30 methylsulfinylphenyljguanidine; N-(l-naphthyl)-N'-(3- 
methylsulfmylphenyl)guanidine; N-( 1 -naphthyl)-N'-(3- 

methylsulfonylphenylJ-N'-methylguanidine; N-fl-naphthylJ-N-methyl-N'-fS- 
methylsulfonylphenyl)guanidine; N-( 1 -naphthyl)-N,N'-dimethyl-N'-(3- 
methylsulfonylphenyl)guanidine; N-( l-naphthyl)-N'-(3- 



20 
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methylsulfonylphenyl)guanidine; N-(l-naphthyl)-N*-(3- 

trifluoromethylthiophenylJ-N'-methylguanidine; N-( 1 -naphthyl)-N-methyl-N'- 
(3-trifluoromethylthiophenyl)guanidine; N-( 1 -naphthylJ-N^'-dimethyl-N'-p- 
tjifluoromethyltJiiophenyl) guanidine; N-( 1 -naphthyl)-N'-(3- 
5 triflu oromet±iylthiophenyl) guanidine ; N- ( 1 -naphthyl) -N' - (3 - 

pentafluoroet±iylphenyl)-N*-methylguanidine; N-( 1 -naphthyl) -N-methyl-N'- (3- 
pentafluoroethylphenyljguanidine; N-fl-naphtJiylJ-N^N'-dimethyl-N'-fS- 
pentafluoroethylphenyl)guanidine; N-( l-naphthyl)-N'-(3- 
pentafluoroethylphenyl)guanidine; N-( l-naphthyl)-N'-(3- 

10 trifluoromethoxyphenyl)-N -methylguanidine; N- ( 1 -naphtJiyl) -N-methyl-N' - (3 - 
trifluorometlioxyphenylJ-N'-methylguanidine; N-(l-naphthyl)-N'-(3- 
txifluoromethoxyphenyl)guanidine; N-(3-ethylphenyl)-N'-(3- 
methylthiophenyl)-N'-methylguanidine; N-(3-ethylphenyl)-N,N'-dimethyl-N'- 
(3-methylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(3- 

1 5 methylthiophenyl) guanidine ; N- (3 -ethylphenyl) -N' - (3 -methylsulfinylphenyl) - 
N -methylguanidine; N-(3-ethylphenyl)-N,N'-dimethyl-N'-(3- 
methylsulfinylphenyl) guanidine; N-(3-ethylphenyl)-N'-(3- 
methylsulfinylphenyl) guanidine; N- (3-ethylphenyl) -N'-(3- 

methylsulfonylphenyl)-N'-methylguanidine; N-(3 -ethylphenyl) -N,N'-dimet±iyl- 
20 N' - (3-methylsulfonylphenyl) guanidine ; N- (3-ethylphenyl) -N'- (3- 
methylsulfonylphenyl) guanidine ; N- (3-ethylphenyl) -N'-(3- 

trifluoromethylthiophenylJ-N^methylguanidine; N-(3-ethylphenyl)-N-methyl- 
N-(3-trifluoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N,N'-dimethyl- 
N'-(3-trifluoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N-(3- 

25 trifluoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(3- 

pentafluoroethylphenyl)-N'-methylguanidine; N - (3 -ethylphenyl) -N -methyl- N ' - 
(3-pentaQuoroethylphenyl) guanidine; N-(3-et±tylphenyl)-N-methyl-N'-(3- 
pentafluoroethylphenylJ-N'-methylguanidine; N - (3 - ethylphenyl) - ( 3 - 
pentafluoroethylphenyljguanidine; N-(3-ethylphenyl)-N'-(3- 

30 triflu oromethylphenyl) -N 1 -methylguanidine ; N- (3-ethylphenyl) -N-methyl-N' - 
(3-trifluoromethoxyphenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(3- 
trifluoromethoxyphenyl)-N' -methylguanidine; N-(3-ethylphenyl)-N-methyl-N'- 
(3-trifluoromethoxjrphenyl) guanidine; N-(3-ethylphenyl)-N'-(3- 
triflu or ome thoxyphenyl) gu anidine ; N- (3 -methylthiophenyl) -N'-(3- 
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methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N , -(3- 
methylthiophenylJ-N'-methylguanidine; N-(3-methylthiophenyl)-N-methyl-N'- 
(3-methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N,N'-dimethyl-N'-(3- 
methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N'-(3- 
bromophenyl)guanidine; N-fS-methylthiophenyl^N'-fS-bromophenylJ-N'- 
methylguanidine; N-(3-methylthiophenyl)-N-methyl-N'-(3- 
bromophenyl)guanidine; N-(3-methylthiophenyl)-N,N'-dimethyl-N'-(3- 
bromophenyl)guanidine; N-(3-ethylphenyl)-N,N'-dimethyl(3- 
trifluoromethylphenyl)guanidine; N-(3-ethylphenyl)rN-methyl-N'-(3- 
trifluoromethylphenyl)guanidine; N-(3-ethylphenyl)-N'-(3- 
trifluoromethylphenylJ-N'-methylguanidine; N-( l-naphthyl)-N'-(3- 
trifluoromethylphenyl)-N-methylguanidine; N-(l-naphthyl)-N'-(3- 
trmuoromethylphenyl)-N,N'-dinaethylguanidine; and pharmaceutically 
acceptable salts thereof. 

Guard dine compounds having an acenaphthyl or acenaphthylene 
substituent are also preferred for use as a compound 2) in accordance with 
the invention, include compounds of the following Formula V: 




wherein R is cycloalkyl of 3 to 12 carbon atoms, e.g., cyclopropyl, 
cyclopentyl, cyclohexyl, cyclohexenyl, cycloheptyl, 1,4-methylenecyclohexyl, 
1- or 2-adamantyl, exo or endo 2-norbornyl, exo or endo 2-isobomyl, 
menthyl, cyclopentylmethyl, cyclohexylmethyl, 1- or 2-cyclohexylethyl and 
1-, 2- or 3-cyclohexylpropyl; carbocyclic aryl, alkaryl, aralkyl or heterocyclic, 
e.g., of 6 to 18 carbon atoms and containing 1-3 separate or fused rings, 
and 0-5 O, N and/or S ring atoms in an aryl, ahcychc or mixed ring system, 
e.g., phenyl, benzyl, 1- and 2-phenylethyl, 1-, 2-, or 3-phenylpropyl; o-, m-, 
or p-tolyl, m,m*-dimethylphenyl, o-, m-, or p-ethylphenyl, m,m'- 
diethylphenyl, m-methyl-m'-ethylphenyl and o-propylphenyl, 1-naphthyl, 2- 
naphthyl, biphenyl; indanyl, for example, 4-indanyl; indenyl, for example, 1- 
or 4-indenyl; 3-acenaphthyl, 5-acenaphthyl; 3-acenaphthylene, 5- 
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acenaphthylene; indolyl, for example, 7-indolyl; benzthiazole, quinolinyl, 
isoquinolinyl, pyridyl, pyrimidinyl, pyrazinyl, furanyl, thienyl, pyrrolyl, 
thiazolyl, oxazolyl, coumarinyl, or imidazolyl; 

R 1 and R 2 are the same or different and selected from the group 
5 consisting of hydrogen, lower Ci-6 alkyl, slower Ci-6 alkylaminp, C5-10 aryl or 
substituted aryl; 

wherein R and the acenaphthyl group are optionally substituted by 
hydroxy, acetate, oxo,%amiii<x, lower Ci-6 alkyl, lower Gi-6 alkyl^^lino, alkoxy 
of 1-6 carbon atoms,£^ldwer^2^ a sulfhydryl, 

10 cyaho, is6cyi^aS&> halogen, atmidb, sulfonate or carbamido. 

Particularly preferred compounds within the scope of general 
Formula V include N^N'-di-fl-acenaphthylJguanidine; N,N'-di-(3- 
acenaphthyl) guanidine ; N,N'-di-(5-acenaphthyl)guanidine; N,N'-di- 
(acenaphthylen- 1 -yl) guanidine ; N- (adamantan- 1 -yl)-N'-(5- 

15 acenaphthyl) guanidine; N-(adamantan-2-yl)-N-(5-acenaphthyl)guanidine; N- 
(adamantan- 1 -yl) -N- (3-acenaphthyl) guanidine ; N-(adamantan-2-yl)-N'-(3- 
acenaphthyl) guanidine; N- (adamant- 1 -yl) -N ' - (adamant- 2-yl) guanidine ; N-(3- 
acenaphthyl)-N , -(4-fluoronaphthyl)guanidine; N-(5-acenaphthyl)-N*-(4- 
fluoronaphthyl) guanidine ; N- (3 -acenaphthyl)-N'- (4- 

20 hydroxynaphthyl) guanidine; N-(5-acenaphthyl)-N'-(4- 
hydroxynaphthyl) gu anidine ; N-(3- acenaphthyl) -N'-(4- 
me thoxynaphthy 1) gu anidine ; N-(5-acenaphthyl)-N'-(4- 
methoxynaphthyl) gu anidine ; N-(3-acenaphthyl)rN ? ^(4r 

nitronaphthyl)guanidine; N-(5-acenaphthyl)-N , -(4-nitronaphthyl)guanidine; 
25 N-(3-acenaphtliyl)-N^(4-aminonaphthy N-(5-acenaphthyl)^N'-(4r 
aminonaphthyl) gu anidine ; N-(3-acenaphthyl)^Nfe(4tr 

azidonaphthyl) guanidine ; N-(5-acenaphthyl)-N'-(4-azidonaphthyl)guanidine; 
N-(3-acenaphthyl)-N'-(4-bromonaphthyl)guanidine; N-(3-acenaphthyl)-N'-(4- 
bromonaphthyl) guanidine ; N-(3^acenaphthyl)gNS(^# 
30 cyanonaphthyl) guanidine; N- (5-acenaphthyl) -N- (4-cyanonaphthyl) guanidine ; 
N-(3-acenapht3iyl)-N'-(4-amidonaphth^ N-(5racenaphthyl)^N'r{4^ 
a^dqnaphlfty^ ; N- (3-acenaphthyl) - (4-iodonaphthyl) guanidine ; N- 

(5-acenaphthyl) - (4-iodonaphthyl) guanidine ; N- (3-acenaphthyl) -N'-(7 - 
fluoronaphthyl)guanidine; N-(5-acenaphthyl)-N'-(7- 
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fluoronaphthyl)guanidine; N-(3-acenaphthyl)-N'-(2- 
fluoronaphthyljguanidine; N- (5-acenaphthyl)-N'-(2- 
fluoronaphthyl)guanidine; N-(3-acenaphthyl)-N*-(2- 
methoxynaphthyl)guanidine; N-(5-acenaphthyl)-N'-(2- 
5 methoxynaphthyl)guanidine; N-(3-acenaphthyl)-N'-(2- 
hydro3cynaphthyl)guanidine; N-(5-acenaphthyl)-N'-(2- 
hydroxynaphthyl)guanidine; N-(3-aeenaphthyl)aN^(2- 
aminonaphthyljguanidiiie; N- (5-acenaphthyl) rNV(2- 
aminonaphthyl)guanidine; N-(3-acenaphthyl)-N'-(4- 
10 isopropylphenyljguanidine; N-(5-acenaphthyl)-N'-(4- 
isopropylphenyl)guanidine; N-(3-acenaphthyl)-N'-(4-n- 

propylphenyljguanidine; N-(5-acenaphthyl)-N , -(4-n-propylphenyl)guanidine; 
N-(3-acenaphthyl)-N-(2-isopropylphenyl)guanidine; N-(5-acenaphthyl)-N-(2- 
isopropylphenyl)guanidine; N-(3-acenaphthyl)-N-(4- 

15 cyclopropylphenyl)guanidine; N-(5-acenaphthyl)-N-(4- 

cyclopropylphenyljguanidine; N-(3-acenaphthyl)-N'-(coumarinyl)guanidine; 
N-(5-acenaphthyl)-N'-(coumarinyl)guanidine; N-(3-acenaphthyl)?NS 
(quiholinyl)guanidiiie; N-(5-acenaphthyl)-N'-(quinplinyl)guanidMe; N-(4- 
hydroxy-3-ac^naphthyl)-N'-(adamant- l-yl)guanidine; N-(4-hydroxy-3- 

20 acenaphthyl)-N'-(adamant-2-yl)guanidine; N-(4-hydroxy-5-acenaphthyl)-N•- 
(adamant- l-yl)guanidine; N-(4-hydroxy-5-acenaphthyl)-N'-(adamant-2- 
yl)guanidine; N-(4-nitro-5-acenaphthyl)-N'-(adamant- l-yl)guanidiner Nv(4- 
nitro-5-acenaphthyl)-N'-(adamant-2-yl)guanidine; N-(4-airU*i^3- 
acenaphthyl)-N -(adamant-l-yl)guanidine; N-(4-antoOr3-acenaphthyl)-N'- 

25 (adamant-2-yl)guanidine> N-(4-aiJj^&-5-acenaphthyl)-N'-(adamant?fl.- 

yljguanidine; N-(4^an^p-5-acenaphthyl)-N'-(adamant-2-yl)guamdin€; N-(4- 
methoxy-3-acenaphthyl)-N'-(adamant- l-yl)guanidine; N-(4-methoxy-3- 
acenaphthyl)-N'-(adamant-2-yl)guanidine; N-(4-methoxy-5-acenaphthyl)-N - 
(adamant- l-yl)guanidine; N-(4-methoxy-5-acenaphthyl)-N'-(adamant-2- 

30 yl)guanidine; N-(4-bromo-3-acenaphthyl)-N'-(adamant-l-yl)guanidine; N-(4- 
bromo-3-acenaphthyl)-N , -(adamant-2-yl)guanidine; N-(4-bromo-5- 
acenaphthyl)-N'-(adamant- l-yl)guanidine; N-(4-bromo-5-acenaphthyl)-N'- 
(adamant-2-yl)guanidine; N-(l-oxo-3-acenaphthyl)-N'-(adamant- 1- 
yl)guanidine; N-fl-oxo-S-acenaphthylJ-N'^adamant^-ylJguanidine; N-(l- 
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oxo- 5 - acenaphthyl) - N ' - (adamant- 1 -yl) gu anidine ; N-(l-oxo-S-acenaphthyl)- 
N* - (adamant-2-yl) guanidine ; N- (2-oxo-3-acenaphthyl)-N'- (adamant- 1- 
yljguanidine; N-(2-oxo-3-acenaphthyl)-N'-(adamant-2-yl)guanidine; N-(2- 
oxo-5-acenaphthyl)-N'-(adamant- 1-yl) guanidine; N-(2-oxo-5-acenaphthyl)- 
5 N'-(adamant-2-yl)guanidine; N- ( 1 -bromo- 3 -acenaphthyl) -N' - (adamant- 1 - 

yl) guanidine; N- (1 -bromo -3 -acenaphthyl) -N'-(adamant-2-yl) guanidine; N-(l- 
bromo- 5 -acenaphthyl) - N' - (adamant- 1 -yl) guanidine ; N-(l-bromo-5- 
acenaphthyl) -N' - (adamant-2-yl) guanidine ; N-(2-bromo-3-acenaphthyl)-N'- 
(adamant-2-yl)gu anidine; N-(2-bromo-3-acenaphthyl)-N'-(adamant-2- 
10 yl) guanidine; N-(2-bromo-5-acenaphthyl)-N'-(adamant-l-yl)gu anidine; N-(2- 
bromo-5-acenaphthyl)-N'-(adamant-2-yl)gu anidine; N-( 1 -hydroxy-3- 
acenaphthyl)-N'-(adamant- 1 -yl) guanidine ; N- ( 1 -hydroxy-3 -acenaphthyl) -N- 
( adamant- 2-yl) guanidine; N-( 1 -hydroxy- 5 - acenaphthyl) - N ' - ( adamant- 1 - 
yl) guanidine; N - ( 1 -hydroxy- 5- acenaphthyl) -N' - (adamant-2 -yl) gu anidine ; N- 
15 (2 -hydroxy-3-acenaphthyl) -N ' - (adamant- 1-yl) guanidine; N- (2 -hydroxy- 3 - 

acenaphthyl) -N'- (adamant- 2 -yl) guanidine ; N- (2-hydroxy- 5-acenaphthyl) -N' - 
(adamant- 1-yl) guanidine; N-(2-hydroxy-5-acenaphthyl)-N'-(adamant-2- 
yl)guanidine; N-(3-acenaphthylenyl)-N'-(adamant-l-yl)guanidine; N-(3- 
acenaphthylenyl)-N'-(adamant-2-yl)guanidine; N-(5-acenaphthylenyl)-N'- 
20 (adamant- 1 -yl) gu anidine ; N-(5-acenaphthylenyl)-N'-(adamant-2- 

yl)guanidine; N,N'-bis(4-bromo-3-acenaphthyl)guanidine; N,N'-bis(4-bromo- 
5-acenaphthyl)guanidine; N > N'-bis(4-hydroxy-3-acenaphthyl)guanidine; 
N,N'-bis(4-hydro^-5-acenaphthyl)guanidine; N > NVbis(4-^iiinsS^ 
* acenaphthyl) guateidine; N ,N' -bis (4-"aminp- 5-acenaphthyl) guaxn^l^ NjN ? - 
25 bis (4-iiitr6- 3-acenaphthyl) gua^dinfe ; N,N , -bis(4-iut^Of5i^ 

acenaphthyl) guanidine ; N^N'-bisfl-bromo-S-acenaphthylJguanidine; N,N'- 
bis( l-bromo-5-acenaphthyl) guanidine; N,N'-bis(2-bromo-3- 
acenaphthyl) guanidine; N,N , -bis(2-bromo-5-acenaphthyl)guanidine; N,N - 
bis ( 1 -hydroxy- 3 - acenaphthyl) guanidine ; N ,N' -bis( 1 -hydroxy- 5- 
30 acenaphthyl)guanidine; N,N'-bis(2-hydroxy-3-acenaphthyl)guanidine; N,N'- 
bis(2-hydroxy-5-acenaphthyl)guanidine; N,N'-bis( l-oxo-3- 
acenaphthyl) guanidine; N^'-bistl-oxo-S-acenaphthylJguanidine; N,N'-bis(2- 
oxo-3-acenaphthyl)guanidine; N,N'-bis(2-oxo-5-acenaphthyl)guanidine; N,N*- 
bis(3-acenaphthylenyl) guanidine; N ? N , -bis(4-azido-5-acenaphtiiyl)guanidiiie; 
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N,N , -bis(4-sulfonyl-5-acenaphthyl)guanidine; N,N'-bis(5- 
acenaphthylenyl)guanidine; N-(5-acenaphthyl)-N'-(2,3,4- 
' trichlorophenyl)guanidine; N-(5-acenaphthyl)-N , -(2,3,4-trichlorophenyl)-N- 
methylguanidine; N-(5-acenaphthyl)-N , -(2,3,4-trichlo^ophenyl)-N , - 
5 methylguanidine; N-(5-acenaphthyl)-N'-(2,3,4-trichlorophenyl)-N,N , -bis- 
methylguanidine; N,N*-bis(5-acenaphthyl)-N-methylguanidine; N,N*-bis(5- 
acenaphthyl)-N,N'-bis-methylguanidine; N-(5-acenaphthyl)-N'-( 1- 
anthracenyl)guanidine;N-(5-acenaphthyl)-N'-( 1 -anthracenyl)-N- 
methylguanidine; N-fS-acenaphthylJ-N'-f 1 -anthracenyl)-N'-methylguanidine; 

10 N-fS-acenaphthylJ-N'-tl-anthracenylJ-N.N'-bis-methylguanidine; N-(5- 

acenaphthyl)-N , -(4-tert-butylphenyl)guanidine; N-(5-acenaphthyl)-N'-{4-tert- 
butylphenyl)-N-methylguanidine; N-(5-acenaphthyl)-N , -(4-tert-butylphenyl)- 
N'-methylguanidine; N-(5-acenaphthyl)-N'-(4-tert-butylphenyl)-N,N , -bis- 
methylguanidine; N-(5-acenaphthyl)-N'-(4-cyclohexylphenyl)guanidine; N-(5- 

15 acenaphthyl)-N , -(4-cyclohexylphenyl)-N-methylguanidine; N-(5- 
acenaphthyl)-N'-(4-cyclohexylphenyl)-N , -methylguanidine; N-(5- 
acenaphthyl)-N , -(4-cyclohexylphenyl)-N,N'-bis-methylguanidine; N-(5- 
acenaphthyl)-N'-(4-sec-butylphenyl)guanidine; N-(5-acenaphthyl)-N'-(4-sec- 
butylphenyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(4-sec-butylphenyl)- 

20 N'-methylguanidine; N-(5-acenaphthyl)-N , -(4-sec-butylphenyl)-N,N , -bis- 

methylguanidine; N-(5-acenaphthyl)-N , -(4-methoxyphenyl)guanidine; N-(5- 
acenaphthyl)-N'-(4-methoxyphenyl)-N-methylguanidine; N-(5-acenaphthyl)- 
N'-(4-methoxyphenyl)-N'-methylguanidine; N-(5-acenaphthyl)-N'-(4- 
methoxyphenyl)-N,N'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(2,3- 

25 dichlorophenyl)guanidine; N-(5-acenaphthyl)-N'-(2,3-dichlorophenyl)-N- 
methylguanidine; N-(5-acenaphthyl)-N , -(2 s 3-dichlorophenyl)-N'- 
methylguanidine; N-(5-acenaphthyl)-N'-(2,3-dichlorophenyl)-N,N , -bis- 
methylguanidine; N-(5-acenaphthyl)-N'-(4-methoxy-2-naphthyl)guanidine; 
N-(5-acenaphthyl)-N'-(4-methoxy-2-naph11iyl)-N-methylguanidine; N-(5- 

30 acenaphthyl)-N , -(4-methoxy-2-naphthyl)-N , -methylguanidine; N-(5- 

acenaphthyl)-N'-(4-methoxy-2-naphthyl)-N,N'-bis-methylguaiiidine; N-(5- 
acenaphthyl)-N'-(3,4-dichlorophenyl)guanidine; N-(5-acenaphthyl)-N'-(3,4- 
dichlorophenyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(3,4- 
dichlorophenyl)-N'-methylguanidine; N-(5-acenaphthyl)-N'-(3,4- 
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dichlorophenylJ-NjN'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(4- 
chlorophenyl)guanidine; N-(5-acenaphthyl)-N'-(4-chlorophenyl)-N- 
methylguanidine; N- ( 5 - acenaphthyl) - N ' - (4 - chlorophenyl) - N ' - 
methylguanidine; N-(5-acenaphthyl)-N , -(4-chlorophenyl)-N,N , -bis- 
5 methylguanidine; N-(5-acenaphthyl)-N'-(2-naphthyl)guanidine; N-(5- 

acenaphthyl)-N , -(2-naphthyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(2- 
naphthyl)-N'-methylguanidine; N-(5-acenaphthyl)-N , -(2-naphthyl)-N,N , -bis- 
methylguanidine; N-(5-aeen^hth^^ NSp- 
acenaphthyl) -N' - (6 -quinolinyl) -N-methylguanidine ; N-(5-acenaphthyl)-N*y(6- 
10 quinoUnyl)-N-methylguanidine; N- ( 5 -acenaphthyl) -N 1 - (6 -quinolinyl) - N , W- 
bis-methylguanidine; N-(5-acenaphthyl)-N r(4-iiitTOphenyl)gu^M4nf ; N-(5- 
acenaphthyl) -N* - (4-nitrophenyl) -N-metiiylguamdine ; N- (5-acenaphtJlyl)TN , - 
(4-nilrophenyl) -N'-methyl^anidihe,; N-(5-acenaphthyl)rN , -(4-nitr6phenyl)- 
N,N'-bis-methylg^anic^e; N-fS-acenaphtJiyl-N'-p-bi-phenylJguanidine; N- 
15 (5-acenaphthyl-N'-(3-bi-phenyl)-N-methylguanidine; N-(5-acenaphthyl-N-(3- 
bi -phenyl) -N' -methylgu anidine ; N-tS-acenaphthyl-N -fS-bi-phenylJ-N^'-bis- 
methylguanidine; N-(5-acenaphthyl)-N*-(2,3-dimethylphenyl)guanidine; N-(5- 
acenaphthyl)-N T -(23-dimethylphenyl)-N-methylguanidine; N-(5- 
acenaphthyl) -N' - (2 , 3 -dimethylphenyl) -N'-methylguanidine ; N- (5- 
20 acenaphthyl)-N'-(2,3-dimel3iylphenyl)-N,N , -bis-melJiylguanidine; N-(5- 

acenaphthyl)-N'-(2-bi-phenyl)guanidine; N-(5-acenaphthyl)-N , -(2-bi-phenyl)- 
N-methylgu anidine; N-(5-acenaphthyl)-N , -(2-bi-phenyl)-N'-methylguanidine; 
N-(5-acenaphthyl)-N , -(2-bi-phenyl)-N,N , -bis-methylguanidine; N-(5- 
acenaphthyl)-N'-(2,5-dibromophenyl)guanidine; N-(5-acenaphthyl)-N , -(2,5- 
25 cUbromophenyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(2,5- 
dibromophenyl)-N -methylguanidine; N-(5-acenaphthyl)-N-(2,5- 
dibromophenylJ-N^'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(3,4- 
dimethoxyphenyl)guanidine; N-(5-acenaphthyl)-N*-(3,4-dimethoxyphenyl)«-N- 
methylguanidine; N-tS-acenaphthy^-N'-lS^-dimethojQrphenylJ-N'- 
30 methylguanidine; N-tS-acenaphthylJ-N'-tS^-dimethojQrphenylJ-N^N'-bis- 
methylguanidine; N-(5-acenaphthyl)-N'-(4-methoxy- l-naphthyl)-N- 
methylgu anidine ; N- (5-acenaphthyl) -N' - (4-methoxy- l-naphthyl)-N'- 
methylgu anidine; N- (5-acenaphthyl) -N'- (4-methoxy- l-naphthyl)-N,N'~ 
dimethylguanidine; N-(5-acenaphthyl)-N-(4-chloro-l-naphthyl)guanidine; N- 
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(5-acenaphthyl)-N'-(4-chloro- l-naphthyl)-N-methylguanidine; N-(5- 
acenaphthyl)-N'-(4-chloro- l-naphthyl)-N'-methylguanidine; N-(5- 
acenaphthyl)-N , -(4-chloro- l-naphthylJ-N.N'-bis-methylguanidine; N-(5- 
acenaphthylJ-N'-O^^-trichlorophenylJguanidine; N-fS-acenaphthylJ-N'- 
(S^.S-trichlorophenylJ-N-methylguanidine; N-fS-acenaphthylJ-N'-fS^S- 
trichlorophenyl)-N'-methylguanidine; N-(5-acenaphthyl)-N'-(3,4,5- 
trichlorophenylJ-N.N'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(4-bi- 
phenyljguanidine; N-(5-acenaphthyl)-N'-(4-bi-phenyl)-N-methylguanidine; N- 
(5-acenaphthyl)-N-(4-bi-phenyl)-N'-methylguanidine; N-(5-acenaphthyl)-N'- 
(4-bi-phenyl)-N,N'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(2,3,4,5- 
tetrachlorophenyl)guanidine; N-(5-acenaphthyl)-N'-(2,3,4,5- 
tetrachlorophenyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(2,3,4,5- 
tetrachlorophenyl)-N'-methylguanidine; N-(5-acenaphthyl)-N , -(2,3,4,5- 
tetrachlorophenyl)-N,N'-bis-methylguanidine; N-fS-acenaphthylJ-N'-fS- 
isopropylphenyl)guanidine; N-(5-acenaphthyl)-N'-(3-isopropylphenyl)-N- 
methylguanidine; N-fS-acenaphthylJ-N'-tS-isopropylphenylJ-N'- 
methylguanidinejN-tS-acenaphthylJ-N'-tS-isopropylphenylJ-N^N'-bis- 
methylguanidine; N-(5-acenaphthyl)-N'-(3-tert-butylphenyl)guanidine; N-(5- 
acenaphthyl)-N'-(3-tert-butylphenyl)-N-methylguanidine; N-(5-acenaphthyl)- 
N , -(3-tert-butylphenyl)-N'-methylguanidine; N-(5-acenaphthyl)-N'-(3-tert- 
butylphenyl)-N,N'-bis-methylguanidine; N-(5-acenaphthyl)-N , -(2,3,5,6- 
tetrachlorophenyl)guanidine; N-(5-acenaphthyl)-N'-(2,3,5,6- 
tetrachlorophenyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(2,3,5,6- 
tetrachlorophenylj-N'-methylguanidine; N-(5-acenaphthyl)-N , -(2,3,5,6- 
tetrachlorophenyl)-N,N'-bis-methylguanidine; N-tS-acenaphthylJ-N'-p- 
iodophenyl)guanidine; N-tS-acenaphthylJ-N'^S-iodophenylJ-N- 
methylguanidinejN-tS-acenaphthylJ-N-tS-iodophenylJ-N'-methylguanidine; 

N-(5-acenaphthyl)-N , -(3-iodophenyl)-N,N , -bis-methylguanidine;iMa(#fe 
acenaphthyl)*N'-(3^ N-(5-acenaphthyl)-N'.^(3- 
nitrophenyl)-N-methylguanidine; N-tS-acenaphthylJ-N'-fS-nitrophenyl)^'.- 
methylg^amdme; N-(5-acenaph^ 

methylguanidine; NrtS-acenaphthylJ-N'-fS-indoUnylJguanidiite; Nr(5t 
acenaphthylJ-N'-IS-indolinylj-N-methylguamdteejN-tS-acenaphthylJ-N 
indolinyl)-N'-methylguanidine; N-fS-acenaphthylJ-N'-fS-indottnylJ-N.N'rbis- 
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metiiylguahidink ; N-fS-acenaphthylJ-N'-fS-acenaphthyljguanidine; N-(5- 
acenaphlJiyl)-N f -(3-acenaphtJiyl)-N-methylguanidine; N-(5-acenaphthyl)-N - 
(3-acenaphthyl)-N'-methylguanidine; N-(5-acenaphthyl)-N'-(3-acenaphthyl)- 
N,N'-bis-methylgu anidine; N- ( 5-acenaphthyl) -N' - (2 -fluorenyl) guanidine ; N- 
5 (5-acenaphthyl)-N l -(2-fluorenyl)-N-methylguanidine; N-(5-acenaphthyl)-N'- 
(2-fluorenyl)-N' -methylguanidine; N-(5-acenaphthyl)-N , -(2-£luorenyl)-N,N , - 
bis-methylguanidine; N-(5-acenaphthyl)-N'-(4-n-butoxyphenyl)guanidine; N- 
(5-acenaphthyl)-N , -(4-n-butoxyphenyl)-N-methylguanidine; N-(5- 
acenaphthyl)-N , -(4-n-butoxyphenyl)-N , -methylguanidine; N- (5-acenaphthyl) - 
10 N-(4-n-butoxyphenyl)-N,N'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(3-(2- 
methoxy) dibenzofuranyl) guanidine ; N-(5-acenaphthyl)-N , -(3-(2- 
methoxy)dibenzofuranyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(3-(2- 
methoxy) dibenzofuranyl) -N * -methylguanidine ; N- ( 5- acenaphthyl) -N ' - (3- (2 - 
meliioxyJdibenzofuranylJ-N^'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(9- 
1 5 hydroxy-2-fl.uorenyl) guanidine ; N-(5-acenaphthyl)-N'-(9-hydroxy-2- 

fluorenyl)-N-methylguanidine; N-(5-acenaphthyl)-N'-(9-hydroxy-2-fluorenyl)- 
N' -methylguanidine; N-(5-acenaphthyl)-N'-(9-hydroxy-2-fluorenyl)-N,N , -bis- 
methylguanidine; N-(5-acenaphthyl)-N , -(4-trifluoromethylphenyl)guanidine; 
N- (5-acenaphthyl) -N ' - (4-triflu oromethylphenyl) -N-methylgu anidine ; N- (5- 
20 acenaphthyl) -N -(4-txifluoromethylphenyl)-N'-methylguanidine; N-(5- 

acenaph1iiyl)-N , -(4-trifluoromelJiylphenyl)-N,N , -bis-methylguanidine; N-(5- 
acenaphthyl) -N' - (4-methylthiophenyl) guanidine ; N- (5-acenaphthyl) -N'-(4- 
methylthiophenyl) -N-methylguanidine ; N- (5-acenaphthyl) -N'-(4- 
methylthiophenyl) - N ' -me thylgu anidine ; N- (5-acenaphthyl) - N T - (4 - 
25 methylthiophenyl)-N,N'-bis-methylguanidine; N-(5-acenaphthyl)-N'-(3-sec- 
butylphenyl)guanidine; N-(5-acenaphthyl)-N'-(3-sec-butylphenyl)-N- 
methylguanidine; N-fS-acenaphthylJ-N'-JS-sec-butylphenylJ-N'- 
methylguanidine ; N-fS-acenaphthylJ-N^tS-sec-butylphenylJ-N^^bis- 
me thylgu anidine; N-(3-acenaphthyl)-N'-(2,3,4-trichlorophenyl)guanidine; N- 
30 (3-acenaphihyl)-N-(2,3,4-1ricWorophenyl)-N-methylg^anidine; N-(3- 
acenaphthyl)-N-(2,3,4-1richlorophenyl)-N , -methylguanidine; N-(3- 
acenaphthyl)-N , -(2,3,4-txichlorophenyl)-N,N , -bis-methylguanidine; N,N'- 
bis(3-acenaphthyl)-N-methylguanidine; NjN'-bis^-acenaphtJiylJ-NjN'-bis- 
methylguanidine; N-(3-acenaphthyl)-N , -(l-anthracenyl)guanidine; N-(3- 
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acenaphthyl)-N'-(l-anthracenyl)-N-methylguanidine; N-(3-acenaphthyl)-N'- 
(l-anthracenylJ-N'-methylguanidine; N-(3-acenaphthyl)-N'-(l-anthracenyl)- 
N,N'-bis-methylguanidine; N-(3-acenaphthyl)-N'-(4-tert- 
butylphenyl)guanidine; N-(3-acenaphthyl)-N'-(4-tert-butylphenyl)-N- 
5 methylguanidine; N-(3-acenaphthyl)-N'-(4-tert-butylphenyl)-N'- 

methylguanidine; N-(3-acenaphthyl)-N'-(4-tert-butylphenyl)-N,N'-bis- 
methylguanidine; N-(3-acenaphthyl)-N'-(4-cyclohexylphenyl)guanidine; N-(3- 
acenaphthyl)-N'-(4-cyclohexylphenyl)-N-methylguanidine; N-(3- 
acenaphthyl)-N , -(4-cyclohexjrlphenyl)-N , -methylguanidine; N-(3- 

10 acenaphthyl)-N , -(4-cyclohexylphenyl)-N,N , -bis-methylguanidine; N-(3- 

acenaphthyl)-N*-(4-sec-butylphenyl)guanidine; N-(3-acenaphthyl)-N'-(4-sec- 
butylphenyl)-N-methylguanidine; N-(3-acenaphthyl)-N , -(4-sec-butylphenyl)- 
N'-methylguanidine; N-(3-acenaphthyl)-N'-(4-sec-butylphenyl)-N,N'-bis- 
methylguanidine; N-(3-acenaphthyl)-N'-(4-methoxyphenyl)guanidine; N-(3- 

15 acenaphthyl)-N , -(4-methoxyphenyl)-N-methylguanidine; N-(3-acenaphthyl)- 
N'-(4-methoxyphenyl)-N'-methylguanicline; N-(3-acenaphthyl)-N'-(4- 
methoxyphenyl)-N,N'-bis-melhylguanidine; N-(3-acenaphthyl)-N'-(2,3- 
dichlorophenyl)guanidine; N-(3-acenaphthyl)-N'-(2,3-dichlorophenyl)-N- 
methylguanidine; N-(3-acenaphthyl)-N'-(2,3-dichlorophenyl)-N'- 

20 methylguanidine; N-(3-acenaphthyl)-N , -(2,3-dichlorophenyl)-N > N , -bis- 

methylguanidine; N-(3-acenaphthyl)-N'-(4-metho3^-2-naphthyl)guanidine; 
N-(3-acenaphthyl)-N'-(4-metno3^-2-naphthyl)-N-methylguanidine; N-(3- 
acenaphthyl)-N'-(4-metho5cy-2-naphthyl)-N -methylguanidine; N-(3- 
acenaphthyl)-N , -(4-methoxy-2-naphthyl)-N,N , -bis-methylguanidine; N-(3- 

25 acenaphthylJ-N'-tS^-dichlorophenylJguanidine; N-(3-acenaphthyl)-N'-(3,4- 
dichlorophenyl)-N-methylguanidine; N-(3-acenaphthyl)-N'-(3,4- 
dichlorophenyl)-N'-methylguanidine; N-(3-acenaphthyl)-N'-(3,4- 
dichlorophenyl)-N,N'-bis-methylguanidine; N-(3-acenaphthyl)-N'-(4- 
chlorophenyljguanidine; N-(3-acenaphthyl)-N'-(4-chlorophenyl)-N- 

30 methylguanidine; N-(3-acenaphthyl)-N'-(4-chlorophenyl)-N- 

methylguanidine; N-(3-acenaphthyl)-N , -(4-chlorophenyl)-N,N'-bis- 
methylguanidine; N-(3-acenaphthyl)-N-(2-naphthyl)guanidine; N-(3- 
acenaphthyl)-N'-(2-naphthyl)-N-methylguanidine; N-(3-acenaphthyl)-N'-(2- 
naphthyl)-N -methylguanidine; N-(3-acenaphthyl)-N'-(2-naphthyl)-N,N'-bis- 
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methylguanidine ; N- (3 -acenaphthyl) - N (6 - quinplinyl) gu^ijdi^e; 
acenaphthyl) -N*- (6 -quiholinyl) -N-metliylgusu^ ; N- (S^acenaphthyl) -:N'w(6r 
quinolinyl) -N'-methylguanidine • N-(3-acenaphthyl)-N , -(6rquinolinyl)^N;I^^ , - 
bis-methylgu^idine ; N- (3 ^acenaphthyl) -N' - (4 -nitrophenyl) gu a^idMe ; N-{3^ 
5 acenaphthylJ-N'-l^iutrophenylJ-N-methylguanid^e; N-r(3-acenaphthyl)rN ? > 
(4-nitrophenyl) -N-methylguaiudine ; N- (3-acenaphthyl) -N'- (4-^tropheiiyl) - 
N ,N -bis-methylguahidiiie ; N-(3-acenaphthyl-N'-(3-bi-phenyl)guanidine; N- 
(3 - acenaphthyl- N ' - (3 -bi-phenyl) - N-methylguanidine ; N-(3-acenaphthyl-N'-(3- 
bi-phenyl)-N'-methylguanidine; N-p-acenaphtJiyl-N'-p-bi-phenylJ-NjN'-bis- 
10 methylguanidine; N-(3-acenaph1^yl)-N , -(2,3-dimethylphenyl)guanidine; N-(3- 
acenaphlJiyl)-N , »(2,3-dimethylphenyl)-N-methylguanidine; N-(3- 
acenaphthyl) -N'- (2 ,3-dimethylphenyl) -N'-methylguanidine ; N- (3- 
acenaphthyl)-N , -(2,3~dimethylphenyl)-N,N'-bis-methylguaiiidine; N-(3- 
acenaphthyl)-N-(2-bi-phenyl)guanidine; N-(3-acenaphthyl)-N'-(2-bi-phenyl)- 
1 5 N-methylguanidine ; N- (3 - acenaphthyl) -N ' - (2-bi-pheny 1) -N ' -methylguanidine ; 
N-(3-acenaphthyl)-N , -(2-bi-phenyl)-N,N , -bis-me1±Lylguanidine; N-(3- 
acenaphthyl)-N - (2 ,5-dibromophenyl)guanidine; N-(3-acenaphthyl) -N'- (2 , 5- 
dibromophenyl)-N-methylguanidine; N-(3-acenaphthyl)-N'-(2,5- 
dibromophenyl)-N-methylguanidine; N-(3-acenaphthyl)-N , -(2,5- 
20 dibromophenylJ-NjN'-bis-methylguanidine; N-(3-acenaphthyl)-N'-(3,4- 

dimethoxyphenyl)guanidine; N-(3-acenaphthyl)-N'-(3,4-dimethoxyphenyl)-N- 
me thylgu anidine ; N-(3-acenaphthyl)-N'-(3,4-dimethoxyphenyl)-N , - 
methylguanidine; N-tS-acenaphthylJ-N-JS^-dimethox^henylJ-NjN'-bis- 
me thylgu anidine; N-(3-acenaphthyl)-N'-(4-methoxy-l-naphthyl)-N- 
25 methylguanidine; N-(3-acenaphthyl)-N'-(4-methoxy- l-naphthyl)-N'- 

methylgu anidine ; N-(3-acenaphthyl)-N-(4-methoxy- 1 -naphthyl)-N,N'- 
dimethylgu anidine; N-(3-acenaphtJiyl)-N , -(4-chloro-l-naphthyl)guanidine; N- 
(3 - acenaphthyl) - N ' - (4 - chloro - l-naphthyl)-N-methylgu anidine; N-(3- 
acenaphthyl)-N'-(4-chloro- l-naphthyl)-N'-methylgu anidine; N-(3- 
30 acenaphthyl)-N'-(4-chloro- l-naphthyl)-N,N'-bis-methylguanidine; N-(3- 
acenaphthylJ-N^fS^^-trichlorophenylJguanidine; N-(3-acenaphthyl)-N'- 
(3,4,5-tricWorophenyl)-N-methylguanidine; N-(3-acenaphthyl)-N'-(3,4,5- 
trichlorophenyl) -N' -methylgu anidine ; N- (3 - acenaphthyl) -N' - (3 ,4 , 5- 
trichlorophenyl)-N,N'-bis-methylguanidine; N-(3-acenaphthyl)-N'-(4-bi- 
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phenyl) guanidine; N-(3-acenaphthyl)-N'-(4-bi-phenyl)-N-methylguanidine; N~ 
(3-acenaphtJiyl)-N , -(4-bi-phenyl)-N , -methylguanidine; N-(3-acenaphthyl)-N'- 
(4-bi-phenyl)-N,N , -bis-methylguanidine; N-(3-acenaphthyl)-N'-(2,3,4,5- 
tetrachlorophenyl)guanidine; N-(3-acenaphthyl)-N'-(2, 3,4,5- 
5 tetrachlorophenyl) -N-methylguanidine ; N- (3-acenaphthyl) -N* -(2,3,4,5- 
tetrachlorophenyl)-N'-methylguanidine; N-(3-acenaphthyl)-N'-(2,3,4,5- 
tetxachlorophenyl)-N,N'-bis-methylguanidine; N-(3-acenaphthyl)-N'-(3- 
isopropylphenyl)guanidine; N-p-acenaphtliyty-N'-tS-isopropylphenylJ-N- 
methylguanidine ; N- (3-acenaphthyl) -N - (3-isopropylphenyl) -N' - 
10 methylguanidine; N-(3-acenaphthyl)-N'-(3-isopropylphenyl)-N,N'-bis- 

methylguanidine; N-(3-acenaphthyl)-N-(3-tert-bu1ylphenyl)guanidine; N-(3- 
acenaphthyl) -N' - (3 - tert-butylpheny 1) -N-methylguanidine ; N- (3-acenaphthyl) - 
N , -(3-tert-butylphenyl)-N'-methylguanidine; N-(3-acenaphthyl)-N*-(3-tert- 
butylphenyl)-N,N'-bis-methylguanidine; N-(3-acenaphthyl)-N'-(2,3,5,6- 
15 tetrachlorophenyljguanidine; N-(3-acenaphthyl)-N'-(2,3,5,6- 

tetrachlorophenyl)-N-methylguanidine; N-(3-acenaphthyl)-N'-(2,3,5,6- 
tetrachlorophenyl)-N'-methylguanidine; N-(3-acenaphthyl)-N'-(2,3,5,6- 
tetrachlorophenylJ-N^^bis-methylguanidine; N- (3-acenaphthyl) -N'- (3- 
iodophenyl) guanidine ; N- (3 -acenaphthyl) -N' - (3 -iodophenyl) -N- 
20 methylguanidine; N-tS-acenaphthylJ-N'-tS-iodopheny^-N'-methylguanidine; 
N- (3 - acenaphthyl) -N' - (3 -iodophenyl) -N , N ' -bis-methylguanidine>} Nf(3 r 
acenaphthyl) -N ' - (3 -nitrophenyl) gua^dipe ; N-(3-acenaphtJiyl)rN'-(3? 
xiitrophenyl)-N-methylguaniditie; N-(3-acenaphtJlyl)-N , -(3-Ilit^ophenyl)^N , - 
methylguanidine; N-(3-acenaphthyl)-N'-(3-nitrophenyl^ 
25 methylguanidine; N- (3-acenaphthyl) -N' - (5-indolinyl) gu ariiduie ; N-(3r 

acenaphtiiylJ-N'-tS-indolinylJ-N-methylguaiiicime; N-(3-acena^phthyl)-N , -f(5r 
indolinyl)-N ! -methylguanidine; N-(3-acenaphthyl)-N'-(5-indolmyl)-N,N}^ 
methylguanidine; N-(3-acenaphthyl)-N , -(2-fluorenyl)guanidine; N-(3- 
acenaphthyl)-N-(2-fluorenyl)-N-methylguanidine; N-(3-acenaphthyl)-N'-(2- 
30 fluorenyl)-N'-methylguanidine; N-(3-acenaphthyl)-N'-(2-fluorenyl)-N,N-bis- 
methylgu anidine ; N-(3-acenaphthyl)-N'-(4-n-butoxyphenyl)guanidine; N-(3- 
acenaphthyl) -N- (4-n-butoxyphenyl) -N-methylguanidine ; N- (3 -acenaphthyl) - 
N'- (4-n-butoxyphenyl) -N' -methylguanidine ; N- (3-acenaphthyl) -N'-(4-n- 
butoxyphenyl)-N,N'-bis-methylguanidine; N-(3-acenaphthyl)-N'-(3-(2- 
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methoxy)dibenzofuranyl)guanidine; N-(3-acenaphthyl)-N'-(3-(2- 
methoxy) dibenzofuranyl) -N-methylguanidine ; N- (3 - acenaphthyl) - N ' - ( 3 - ( 2 - 
methoxy)dibenzofuranyl)-N'-methylguarddine; N-(3-acenaphthyl)-N , -(3-(2- 
metJioxyjdibenzofuranylJ-N^-bis-meliiylguanidine; N-tS-acenaphthylJ-N 1 -^- 
5 hydroxy-2-fluorenyl)gu anidine; N-(3-acenaphthyl)-N'-(9-hydroxy-2- 

fluorenyl)-N-methylguanidine; N-(3-acenaphthyl)-N'-(9-hydroxy-2-fluoreriyl)- 
N'-methylguanidine; N-(3-acenaphthyl)-N , -(9-hydroxy-2-fluorenyl)-N,N , -bis- 
methylguanidine; N-(3-acenaphthyl)-N'-(4-trifluorometliylphenyl)guarddine; 
N-(3-acenaph1±iyl)-N , -(4-trifluoromet±iylphenyl)-N-methylguanidin N-(3- 
10 acenaph1liyl)-N , -(4-trifluoromethylphenyl)-N , -methylguanid N-(3~ 

acenaphtiiylJ-N'-^-txifluoromethylphen^ N-(3- 
acenaphthyl)-N , -(4-methylthiophenyl)guanidine; N-(3-acenaphthyl)-N'-(4- 
methylthiophenyl)-N--methylguanidine; N-(3-acenaphthyl)-N , -(4- 
methylthiophenylJ-N'-methylguanidine; N-(3-acenaphthyl)-N'-(4- 
1 5 metJiylt^iophenyl)-N,N'-bis-methylguanidiiie; N-(3-acenaphthyl)-N'-(3-sec- 
butylphenyl) guanidine; N-(3-acenaphthyl)-N ? -(3-sec-bu1ylphenyl)-N- 
methylguanidine ; N-(3-acenaphthyl)-N'-(3«sec-butylphenyl)-N'- 
methylgu anidine; N-(3-acenaphthyl); N'-(3-sec-butylphenyl)-N,N'-bis- 
methylguanidine; N- ( 5-acenaphthyl) -N'- (4-benzyloxyphenyl) gu anidine ; N-(5- 
20 acenapht±iyl)-N'-(3-benzyloxyphenyl)gu anidine; N-(5-acenaphthyl)-N'-(3-sec~ 
butylphenyljguanidine; N- ( 5-acenaphthyl) -N' - (2-anthracenyl) guanidine ; N- 
(5-acenaphthyl)-N'-(3-phenethylphenyl)guanidine; N-(5-acenaphthyl)-N'-(4- 
adamantylphenyl) guanidine; N-(5-acenaphthyl)-N , -(3-benzyloxyphenyl)-N'- 
methylgu anidine ; N-(5-acenaphthyl)-N'~(4-benzyloxyphenyl)-N'~ 
25 methylgu anidine ; N-tS-acenaphthylJ-N^tS-biphenylJ-N'-methylguaiiidine; N- 
(5-acenaphthyl)-N'-(3-( 1 , -methyl-2 , -phenylethyl)phenyl)guanidine; N-(5- 
acenaphthyl) -N'-(3 ,4-tetr alinylphenyl) guanidine ; N- (5-acenaphthyl) -N'-(7- 
benzyltetralinylphenyl) guanidine ; N- (5-acenaphthyl) -N f - (3 ,4- 
dibenzyloxyphenyl) guanidine; N-(5-acenaphthyl)-N ? -(3- l-(4- 
30 ethoxy)phenyl)propanyl)phenyl)guanidine; N-tS-acenaphthylJ-N'-tSr^;^^ 
dibenzyl)Smm^ N-(5-acenaphthyl)-N'-(3-( 1 

benzylbutyljphenyl) gu anidine ; N- (5-acenaphthyl) -N*-3- (4-tert- 
butylbenzoxymethyljphenylguanidine; N-(5-acenaphthyl)-N'-(2-(2- 
indolyl)phenyl) guanidine ; N- (5-acenaphthyl-N' - (3-bromophenyl) guanidine ; 
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N-(5-acenaphthyl)-N*-(2,3,4-t^ N-(5- 
acenaphthyl)-N'-(2,3,4-txichloro-phenyl)-N^^ N-(5- 
acenaphthyl)-N^4-(2'-benzotliiazole-6 , -m N-(3- 
acenaphthyl) -N'~ (4 -benzoyloxyphenyl) guanidine ; N- (3 -acenaphthyl) -N'-(3- 
5 benzoyloxyphenyl) guanidine; N-(3-acenaphthyl)-N'-(3-sec- 

butylphenyl) guanidine; N-(3-acenaphthyl)-N'-(2-anthracenyl) guanidine; N- 
(S-acenaphtliylJ-N'-tS-phenethylphenylJguanidine; N-(3-acenaphthyl)-N'-(4- 
adamantylphenyl) guanidine ; N- (3 - acenaphthyl) -N'~(3 -benzyloxyphenyl) -N'- 
methylguanidine ; N - (3- acenaphthyl) -N' - (4-benzyloxyphenyl) - N ' - 

10 methyl guanidine; N-(3-acenaphthyl)-N'-(3-biphenyl)-N , -methylguanidine; N- 
(3-acenaphthyl)-N'-(3-( 1 , -methyl-2'-phenylethyl)phenyl)guanidine; N-(3- 
acenaph1±iyl)-N , -(3,4-tetralinylphenyl)guanidine; N-(3-acenaphthyl)-N'-(7- 
benzyltetralinylphenyl) guanidine; N-(3-acenaphthyl)-N'-(3- l-(4- 
ethoxy)phenyl)propanyl)phenyl) guanidine; N^(3-acenaphthyl) -N ■ - (3-(N" vW"- 

1 5 :diberi2^)^M||i^^ N-(3-acenaphthyl)-N'-(3-( 1 - 

benzylbutyl)phenyl) guanidine; N-(3-acenaphthyl)-N'-3-(4-tert- 
bulylbenzo3rymethyl)phenylguanidine ; N-(3-acenaphthyl)-N'- (2- (2- 
indolyl)phenyl) guanidine ; N- (3-acenaphthyl-N- (3-bromophenyl) guanidine ; 
N-JS-acenaphlJiylJ-N'-JS^-dibenzylo^phenylJguanidine; N-(3-acenaphthyl)- 

20 N'-(2,3,4-1xichlorophenyl)-N,N , -dimethylguanidine; N-(3-acenaphthyl)-N - 
(23,4-tTichlorophenyl)-N'-methylguanidine; N-(3-acenaphthyl)-N'-(4-(2'- 
benzothiazole-6'-methylphenyl)guanidine; and pharmaceutically acceptable 
salts of said compounds. 

Another preferred group of compounds for use as a compound 2) in 

25 acconrdance with the invention is diadamantylguanidine compounds of the 
following Formula VI: 



X 2 X 2 
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wherein X 1 , X 2 , X 3 , and X 4 are the same or different and are selected 
from the group consisting of hydrogen, hydroxy, acetate, oxo^aiffiK©, lower 
Ci-6 alkyl, lower Gi^6 alkyl aiMnp, alkoxy of 1-6 carbon atoms, lower Gue 
alkyl amfflLCi, alkoxy of 1-6 carbon atoms, di-lower C2-12 alkyl aimn^^mit^ 
5 t azidp, sulfhydrylj cyaiipi isocynato, halogen, amido, sulfonato or ^arbamido; 
wherein at least one of X 1 , X 2 , X 3 , and X 4 is other than hydrogen; x and y are 
the same or different and are 0, 1, 2, 3 or 4. 

Specifically preferred diadamantyl guanidines for use in the present 
methods include di-(3-nitroadamantan-l-yl)guanidine; N,N'-di-(3- 
10 hydroxy adamantan- 1 -yl)guanidine, N,N^di-(3-&mijS^ 

yl)guanidine; N ,N -di- (3-nitro-adamantan-2-yl) guanidihs ; N,N'-di-(3- 
hy dr oxy adamantan- 2 -yl) gu anidine ; N,N'-di-(3rami^adaman 
yl)gu anidine; N,N'-di-(5-nitroadamantan-2-yl)guani<pne; N ,N'-di- (5-hydroxy- 
adamantan-2-yl)guanidine; N,N , -di-(5^aimnoadamantan-2-yl)guan 
15 N,N'-di-(methylene-adamantan- 1 -yl) gu anidine ; N,N'-di-(methylene- 

adamant an- 2 -yl) gu anidin e ; N-(adamantan- 1 -yl)-N'-(methyleneadamantan- 1 - 
yljguanidine; N-(adamantan-2-yl)-N'-(methyleneadamantan-2-yl)gu anidine; 
N-(adamantan- l-yl)-N , -(methyleneadamantan-2-yl)guanidine; N- 
(adamantan- 2 -yl) - N' - (methyleneadamantan- 1 -yljguanidine; N,-N^di^ 
20 (methylene-(3-lanSSSadamantan- 1 -yl) ) guariidihe ; N ,N' - di- (methylen e Jf (3 - 
« a^noadamantan-2-yl))guaiiicUne; N ,N* -di- (methylene- (3 - 
hydroxyadamantan- l-yl))gu anidine; N,N'-di-(methylene-(3- 
hy dr oxy adamantan - 2 -yl) ) gu ani dine ; N,N'-di-(methylene-(3- 
mercaptoadamantan- l-yl))gu anidine; N,N , -di-(methylene-(3-mercapto- 
25 adamantan-2-yl))guanidine; N ,N' -di- (methylene- (3-mercaptoadamantan- 1 - 
yl) ) gu anidine ; N ,N -di- (methylene- (3-mercaptoadamantan-2-yl) ) gu anidine ; 
N,N'-di-(methylene-(3-cyanoadamantan- l-yl))guanidine; N,N'-di-(methylene- 
(3-cyanoadamantan-2-yl))gu ani dine; N,N'-di-(methylene-(3- 
cyanoadamantan- 1 -yl)) gu anidine ; and N,N-di- (methylene- (3- 
30 cyanoadamantan-2-yl) ) gu anidine ; and pharmaceutically acceptable salts 
thereof. 

A further preferred group of compounds for use as a compound 2) in 
accordance with the invention is hydrazinedicarboxiimdan^de compounds of 
the following Formula VII: 



WO 99/02145 



PCT/US98/13640 



-43 - 



R-NH- 



C-NH-Ri 
II 

N 
I 

N 



R 4 -NH-C-NH-R* 



VII 



or a tautomer thereof, 

10 wherein R, R 1 , R 4 and R 5 are the same or different and are cycloalkyl 

of 3 to 12 carbon atoms, e.g., cyclopropyl, cyclopentyl, cyclohexyl, 
cyclohexenyl, cycloheptyl, 1,4-methylenecyclohexyl, 1- or 2-adamantyl, exo 
or endo 2-norbornyl, exo or endo 2-isobornyl, menthyl, cyclopentyl-methyl, 
cyclohexylmethyl, 1- or 2-cyclohexylethyl and 1-, 2- or 3-cyclohexylpropyl; 

15 carbocyclic aryl, alkaryl, aralkyl or heterocyclic, e.g., of 6 to 18 carbon atoms 
and containing 1-3 separate or fused rings, and 0-5 O, N and/or S ring 
atoms in an aryl, alicyclic or mixed ring system, e.g., phenyl, benzyl, 1- and 
2-phenylethyl, 1-, 2-, or 3-phenylpropyl; o-, m-, or p-tolyl, m,m'- 
dimethylphenyl, o-, m-, or p-ethylphenyl, m,m'-diethylphenyl, m-methyl-m'- 

20 ethylphenyl and o-propylphenyl, 1-naphthyl, 2-naphthyl, biphenyl; indanyl, 
for example, 4-indanyl; indenyl, for example, 1- or 4-indenyl; 3-acenaphthyl, 
5-acenaphthyl; 3-acenaphthylene, 5-acenaphthylene; indolyl, for example, 
7-indolyl; benzthiazolei, quihblihylv isoquinoliriyl* pyiidyl^ pyrimidinyl, 
pyrazinyl, furanyl, thienyl, pyrroiyli thiazdlyl , oxazolyli coumarinyl; or 

25 imidazolyl; 

wherein R, R 1 , R 4 or R 5 is optionally substituted hydroxy, acetate, 
oxo, amino, lower Ci-6 alkyl, lower Gi-6 alkyl amino, alkoxy of 1-6 carbon 
atoms, di-lower C2-12 alkyl amino, nitro, azido, sulfhydryl, cyanp, isocyanatp, 
halogen, amido, sulfonato or carbamido. 

30 Specifically preferred compounds of Formula VII for use in 

accordance with the invention include N,N , ,N ,, ,N H - 
tetracyclohexylhydrazinedicarboximidamide; N,N , ,N",N ,M - 
tetraphenylhydrazinedicarboximidamide; N , N' -di- (adamantan- l-yl)-N",N M '- 
dicyclohexylhydrazinedicarboximidamide; N,N , ,N",N' M -tetra-(adamantan- 1- 

3 5 yl)hydrazinedicarboximidamide ; N ,N' ,N" ,N" ' - tetr a- (adamantan - 2 -yl) - 
hydrazinedicarboximidamide; N,N'-di-(adamantan- l-yl)-N ,, ,N"'-di- 
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(adamantan-2-yl)-hydrazinedicarboximidamide; N,N'-ch-(2-norbomyl)-N",N m - 
dicyclohexylhydrazinedicarboximidamide; N,N'-di-(2-isobornyl)-N",N" , - 
dicy clohexylhy drazinedicarboximidamide ; N ,N* - di- (2 -isobornyl) -N" , N" 1 -di- 
(adamantan- l-yl)hy drazinedicarboximidamide; N,N , -di-(2-isobomyl)-N , ',N"'- 
5 di-(adamanten-2-yl)hydra2inedicarboximidainide; N,N',N",N ,M -tetra- 
(acenaphtJi-5-yl)hydra2dnedicarboximidamide; N,N',N ,, ,N" , -tetra- 
(acenaphthylen-5-yl)-hydrazinedicarboximidamide; N,N'--di-(acenaphth-5-yl)- 
N" ,N" ' -di- (acenaphthylen- 5-yl) -hy drazinedicarboximidamide ; N , N'-di- (2 - 
norbomyl)-N^N•"-di-(acenaphth-5-yl)hydrazm^ N,N f -di- 
10 (2-norbomyl)-N",N ,M -di-(acenaphthylen-5-yl)hydrazinedicarboximidamide; 
N,N'-di-(2-isobomyl)-N'^N M, -cU-(acenaphto^ 
N,N t -di-{2-isobornyl)-N",N fM -di-(acenaphthylen-5- 

yl)hydrazinedicarboximidamide; N^'-dicyclohex^l-N'^N^'-di-Jacenaphth-S- 
yl)hydrazinedicarboximidamide; and N,N'-dicyclohexyl-N",N M, -di- 
1 5 (acenaphtib.ylen-5-yl)hydrazinedicarboximidamide. 

Also preferred for use as a compound 2) in accordance with the 
invention are hydrazinecarboximidamides of the following Formula VIII: 

X 3 X 4 

1 1 i 

R— (CH) X — NH— C— NH— (CH) y — R 

N 

i vm 

N 

ii 

R— (CH) X — NH— C — NH— (CH) y — R 
X 3 X 4 



20 or a tautomer thereof; 

wherein R and R 1 are the same or different and are cycloalkyl of 3 to 
12 carbon atoms, e.g., cyclopropyl, cyclopentyl, cyclohexyl, cyclohexenyl, 
cycloheptyl, 1 ,4-methylenecyclohexyl, 1- or 2-adamantyl, exo or endo 2- 
norbornyl, exo or endo 2-isobornyl, menthyl, cyclopentyl-methyl, cyclohexyl- 

25 methyl, 1- or 2-cyclohexylethyl and 1-, 2- or 3-cyclohexylpropyl; carbocyclic 
aryl, alkaryl, aralkyl or heterocyclic, e.g., of 6 to 18 carbon atoms and 
containing 1-3 separate or fused rings, and 0-5 O, N and/or S ring atoms in 
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an aryl, alicyclic or mixed ring system, e.g., phenyl, benzyl, 1- and 2- 
phenylethyl, 1-, 2-, or 3-phenylpropyl; o- 5 m-, or p-tolyl, m,m'- 
dime thylphenyl , o-, m-, or p-ethylphenyl, m,m'-diethylphenyl, m-methyl-m- 
ethylphenyl and o-propylphenyl, 1-naphthyl, 2-naphthyl, biphenyl; indanyl, 
5 for example, 4-indanyl; 3-acenaphthyl, 5-acenaphthyl; 3-acenaphthylene, 5- 
acenaphthylene; indenyl, for example, 1- or 4-indenyl; indolyl, for example, 
7-indolyl; foenzttaazoie^(^^ isoqumoiin^ j>yric^vpyrimidi^^, 

.pyTazinyli furanyl, thienyl, pyrrol^vthiazplyl, oxazoiyl, coumarinyl, or 
imidazolyl; 

10 X 3 and X 4 are the same or different and are selected from the group 

consisting of hydrogen, hydroxy, acetate, oxo, amiia^D, lower Ci-6 alkyl, lower 
Ci-6 alkyl amino;; alkoxy of 1-6 carbon atoms, di-lower C2-12 alkyl amino, 
nitro, azidp;, sulfhydryl, cyaiip, isocyaiiatb, halogen, ariudo, sulfonato, or 
carbamide; 

15 wherein R and R 1 are optionally substituted by hydroxy, acetate, oxo, 

amino, lower C1-6 alkyl, lower C 1-6 alkyl amino* alkoxy of 1-6 carbon atoms, 
di-lower C2-12 alkyl amimo; nitro, azidby sulfhydryU cyano, isocyanato, 
halogen, amido* sulfonato or carbamido; x and y are the same or different 
and are 0, 1, 2, 3 or 4. 

20 Also preferred for use as a compound 2) in accordance with the 

invention are aminoguanidines, including compounds of the following 
Formula IX: 

N-NH-R 6 

25 II IX 

R-NH-C-NH-R 1 

or a tautomer thereof, 

wherein R and R 1 are the same or different and are cycloalkyl of 3 to 

30 12 carbon atoms, e.g., cyclopropyl, cyclopentyl, cyclohexyl, cyclohexenyl, 
cycloheptyl, 1,4-methylenecyclohexyl, 1- or 2-adamantyl, exo or endo 2- 
norbornyl, exo or endo 2-isobornyl, menthyl, cyclopentyl-methyl, cyclohexyl- 
methyl, 1- or 2-cyclohexylethyl and 1-, 2- or 3-cyclohexylpropyl; carbocyclic 
aryl, alkaryl, aralkyl or heterocyclic, e.g., of 6 to 18 carbon atoms and 

35 containing 1-3 separate or fused rings, and 0^5 O, N and/or S ring atoms in 
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an aryl, alicyclic or mixed ring system, e.g., phenyl, ben2yl, 1- and 2- 
phenylethyl, 1-, 2-, or 3-phenylpropyl; o-, m-, or p-tolyl, m,m- 
dimethylphenyl, o-, m-, or p-ethylphenyl, m,m'-diethylphenyl, m-methyl-m- 
ethylphenyl and o-propylphenyl, 1-naphthyl, 2-naphthyl, biphenyl; indanyl, 
for example, 4-indanyl; indenyl, for example, 1- or 4-indenyl; 3-acenaphthyl, 
5-acenaphthyl; 3-acenaphthylene, 5-acenaphthylene; indolyl, for example, 
7-indolyl; benzthiazpl£, quinolinyl, isoquinolinyl, pyridyl, pyiimidinyl, 
pyrauziiiyl, furanyl, thienyl, pyrrolyl, thiazplyl* oxazqlyl, coumarinyl, or 
imidazolyl; 

wherein R and R 1 are optionally substituted by hydroxy, acetate, oxo, 
amino, lower Ci-e alkyl; lower Ci-6 alkyl amino, alkoxy of 1-6 carbon atoms, 
di-lower C2-12 alkyl amirtb, nitrp, azidp, sulfhydryl, cyanp, isocyanato, 
halogen, amido, sulfonato or carbamidp; 

R 6 is hydrogen, Ci-Ce alkyl, C3-C12 cycloalkyl, carbocyclic aryl, mtrile, 
Ci-Ce alkoxycarbonyl, Ci-Ce acyl or benzoyl. 

Further preferred aminoguanidines for use as compound 2) in 
accordance with the invention are compounds of the following Formula X: 



N-NH-R 6 
II 

R-fCHJx-NH-C-NH-tCHJy-Ri 
X 3 X« 



or a tautomer thereof, 

wherein R and R 1 are the same or different and are cycloalkyl of 3 to 
12 carbon atoms, e.g., cyclopropyl, cyclopentyl, cyclohexyl, cyclohexenyl, 
cycloheptyl, 1 ,4-methylenecyclohexyl, 1- or 2-adamantyl, exo or endo 2- 
norbornyl, exo or endo 2-isobornyl, menthyl, cyclopentyl-methyl, cyclohexyl- 
methyl, 1- or 2-cyclohexylethyl and 1-, 2- or 3-cyclohexylpropyl; carbocyclic 
aryl, alkaryl, aralkyl or heterocyclic, e.g., of 6 to 18 carbon atoms and 
containing 1-3 separate or fused rings, and 0-5 O, N and/ or S ring atoms in 
an aryl, alicyclic or mixed ring system, e.g., phenyl, benzyl, 1- and 2- 
phenylethyl, 1-, 2-, or 3-phenylpropyl; o-, m-, or p-tolyl, m,m'- 
dimethylphenyl, o-, m-, or p-ethylphenyl, m,m'-diethylphenyl, m-methyl-m- 
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ethylphenyl and o-propylphenyl, 1-naphthyl, 2-naphthyl, biphenyl; indanyl, 
for example, 4-indanyl; indenyl, for example, 1- or 4-indenyl; 3-acenaphthyl, 
5-acenaphthyl; 3-acenaphthylene, 5-acenaphthylene; indolyl, for example, 
7-indolyl; benztM^MB, qukiplitiyl, isoquiriolinyl, pyridyl, pyrimidinyl, 
5 pyrasany*, furanyl, thienyl, pyrrplyi, thiazoly^ oxazolyl, coumarinyl, or 
imidazojyl; 

X 3 and X 4 are the same or different and selected from the group 
consisting of hydrogen, hydroxy, acetate, oxo, amino, lower Ci-e alkyl, lower 
Ci.6 alkyl arainb, alkoxy of 1-6 carbon atoms, di-lower C2 12 alkyl aimno, 
10 nitron arido, sulfhydryl, c^^o, isocyanatp, halogen, amidol sulfonato or 
carbamido; 

wherein R and R 1 are optionally substituted by hydroxy, acetate, oxo, 
amino, lower Ci-e alkyl, lower Ci. 6 alkyl amino, alkoxy of 1-6 carbon atoms, 
di-lower ©212 alkyl amino; nitre, azidoy sulfhydryl, cyanp^ isocyanato, 
15 halogen, aimid^ sulfonato or ^arbanudt>i 

x and y are the same or different and are 0, 1, 2, 3 or 4; 
R 6 is hydrogen, Ci-C 6 alkyl, C3-C12 cycloalkyl, carbocyclic aryl- nitsile, 
Ci-Ce alkoxycarbonyl, Ci-Ce acyl or benzoyl. Specifically preferred 
compounds of Formula X include N,N'-dicyclohe>^l-N%aminoguawidin:e, 
20 N,N'-di-(adamantan- l-ylJ-N' -aminoguanichile, N,N , -di-(adamantan^2-yl^ , !r 
aminoguanidine, N,N , -di-(2-norbomyl)-N"-aminoguanidine, and?N,N-di-(2- 
isobomyl)-N M -amihoguahidiile ; 

Also preferred for use as compound 2) in accordance with the 
invention are compounds of the following Formula XI: 



25 



NH 



R-X-N-C-N-Y-R' XI 
I I 

30 (CH 2 )n 

wherein 

n is 2, 3, 4 or 5; 

X and Y are independently a single bond, a branched or straight 
35 chain C1-C12 alkylene or a branched or straight chain alkenylene; 
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R and R' are independently hydrogen, substituted or un substituted a 
cycloalkyl group of at least 3 carbons, a substituted or unsubstituted 
carbocyclic group of at least 6 carbon atoms, particularly substituted or 
unsubstituted phenyl; substituted or unsubstituted aralkyl of at least 6 
5 carbon atoms and containing 1-3 separate or fused rings, or a substituted 
or unsubstituted heterocyclic or heteroaromatic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and 1 to 3 heteroatoms, and wherein 
each of R and R may be substituted; or wherein R and R\ together with Ae 
guanidine nitrogen to which they are attached form a sa1^a£(^or 

10 unsaturated cj^c i^gtcontaining at least 2 carbon atoms exclusive c>f >the 
guanidine carbon atom, and wherein said cyclic ring may be substituted 
with one or more alkyl groups of 1-6 carbon atoms, carbocyclic aryl or at 
least 6 carbon atoms, cycloalkyl groups of 3-12 carbon atoms, or 1-2 fused 
aromatic rings; and pharmaceutically acceptable salts thereof. Specifically 

15 preferred compounds of Formula XI include N,N'-di(m-ethylphehyi)^2^ 

iminodazolidine; N,N'-bis-(4-tert-butylphenyl)r2-iminopyriimd^p N,N- 
bis^ (4-pentylphenyl) -2-iminopyrimida2£hdihe ; N ,N-bis- (4Thexylphenyl)-2- 
iminopyrimidazoUdine; N ,N'-bis- (naphthyl) -2-iminopyrimidazolidine ; N;N'- 
bis- (5-acenaphthyl) -2 -iminopyrimidazolidine ; N,N-bis-(tetralinyl)-r2- 

20 iminopyrimidazolidine. 

A further group of compounds preferred for use as compound 2) in 
accordance with the invention are compounds of the following Formula XII: 




xn 



25 wherein: 

R is hydrogen, C2-C6 acyl, C1-C6 alkyl, aryl, Ci-Ce alkoxycarbonyl, C7- 
C10 aralkyl, C2-C6 alkenyl, C3-C15 dialkylaminoalkyl, C1-C6 hydroxy alkyl , C2- 
C6 alkynyl, C3-C15 trialkylsilyl, C4-Cio alkylcycloalkyl, or C3-C6 cycloalkyl; 
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R 1 hydrogen, Ci-Ce alkyl, C2-C6 alkenyl, C7-C10 aralkyl, Ci-Ce alkoxy, 
C1-C6 alkylaminp, or C3-C15 dialkylaminpalkyl; 

X and Y are independently selected from the group consisting of a 
halogen such as chloro, fluoro, bromo, iodo, C1-C6 alkoxy, C2-C6 
dialkoxyme thyl , C1-C6 alkyl,cya&& C3-C15 dialkylanunoaUcyl, carboxy, 
c^boxajjiid^, C1-C6 haloalkyl, e.g. trifluoromethyl; C1-C6 haloalkylthio, allyl, 
aralkyl, C3-C6 cycloalkyl, aroyl, aralkoxy, C2-C6 acyl, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, C3-C6 heterocycloalkyl, C1-C6 alkylthio, 
C1-C6 alkylsulfonyl, Ci-Ce haloalkylsulfonyl, C1-C6 alkylsulfinyl, Ci-Ce 
haloalkylsulfinyl, arylthio, Ci-Ce haloalkoxy, ajmnp, Ci-Ce aUcylamstap? 
Cis dialkylaminp^ hydroxy, carbamoyl, CirCe NTalkylcarbam6jrl, G2-G15 N»Nf 
dialkylcarbampyl, tiitrp and C2-C15 diall<ylsulfamoyi; 

Z represents a group selected from 



^c=o,V >V 



H 



V 



R 3 v H 
OH 



wherein R 2 is hydrogen, C1-C6 alkyl, C2-C6 alkenyl, aralkyl, C4-C15 
dialkylaminpalkyl, heterocycloalkyl, C2-C6 acyl, aroyl, or aralkanoyl, and R 3 
is Ci-Ce alkyl, C2-C6 alkenyl, phenyl, aralkyl or C3-Gi5 diall^amihpMT^rl; 
and 

n is an integer selected from 0 (X or Y is hydrogen, respectively), 1,2, 
3 or 4, or a pharmaceutical^ acceptable salt thereof. The compounds 
having Formula (XII) above may exist in racemic form or in the optically 
active stereoisomers form. With respect to Formula XII, typical C1-G6 alkyl 
groups include ^l^^^l ethyl, n-propyl, i-propyl, n-butyl t-butyl, i-butyl, 
pentyl, i-pentyl and hexyl groups; typical C2-C6 acyl groups include acetyl, 
propanoyl, i-propanoyl, butanoyl, s-butanoyl, pentanoyl and hexanoyl; 
typical aryl groups include phenyl, naphthyl, phenanthryl and anthracyl; 
typical C1-C6 alkoxycarbonyl groups include carbonyl substituted by 
methoxy, ethoxy, propanoxy, i-propanoxy, n-butanoxy, t-butanoxy, i- 
butanoxy, petanoxy and hexanoxy; typical aralkyl groups include the above- 
listed C1-C6 alkyl groups substituted by phenyl, naphthyl, phenanthryl and 
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anthracyl groups, e.g. benzyl, phenethyl, phenylpropyl, phenylisopropyl and 
phenylbutyl; typical C2-C6 alkenyl groups include vinyl, allyl, 2-butenyl, 2- 
pentenyl and 2-hexenyl groups; typical C2-C6 alkynyl groups include ethynyl 
and proparyl groups; typical halo include fluoro, chloro* bromo and iodo; 
5 typical aroyl include carbonyl substituted by phenyl, naphthyl, phenanthryl 
and anthracyl; typical aralkanoyl groups include carbonyl substituted by 
the above-listed aralkyl groups; typical aralkoxy groups include the above- 
listed C1-C6 alkoxy groups substituted by phenyl, naphthyl, phenanthyl and 
anthracyl groups; typical substituted aryl groups include the above-listed 
10 aryl groups substituted by halo, hydroxy, sMi^o and the like; typical 
heteroaiyl groups include furyl, thienyl, pyrrdlyl, thia^plyl, pyridyl, 
pyrimidinyl, pyrizinyl and oxazolyl; typical substituted heteroaiyl groups 
include the above-listed heteroaiyl groups substituted by halo, C1-C6 alkyl 
and the like; typical Cs-Ce heterocycloalkyl groups include 
1 5 tetrahydrofuranyl, tetrahydrppyrany;l , piperidiiiyl and pyrrolidinyl; typical 
C3-C i5-dialkylaminoalkyl groups include N,N-dimethylaminometMyl, N,N- 
dimethylaminoethyl, N,N-dimethylaminopropyl and N,N- 
dimethylaminobu tyl . 

Specifically preferred compounds of Formula XII for use in 
20 accordance with the invention are disclosed in PCT/US92/03554 and 
include (+) and/or (-) 10;^(^^^^ethano)- 10, 1 l-dihy<^Orr§H- 
f dibenzo[a,d]cycloheptene; (+) and/ or (-) 5-methyl- 10,5-(iminomethanp)- 
\ 10,ll-dihydro-5H-dibenzo[a,d]cycloheptene; (+) and/ or (-) N-methyl- 1 0 ,5? 
j (iminomethano)- 10, ll-dihydro-5H-dibenzo[a,d]^ (+) and/or (-) 

25/ 5-methyl-N-methyl-10,5-(iminomethano)-10,l l-dihydrp-5Hv 
/ dibenzo[a,d]cycloheptene; (-)-3-chloro-5-(iminomethano)- 10, 1 1-dihydro-SH- 
l dibenzo-[a,d]cycloheptene; (+) 3-chloro-5-(iminometiiarioj- 10, 1 1 -dihydro-5H- 
\ dibenzo-[a,d]cycloheptene; (-) -N-methyl-3 -chloro- 5- (iminomethano) - 10,1 1- 
J dihydro-5H-dibenzo-[a,d]cycloheptene; (+) -N-methyl-3rchlpro^5- 
30 / (iminomethano)- 10,11 -dihydro-5H-dibenzo-[a,d]cycloheptene; 3-iodo-5- 
/ (iminomethano)- 10, 1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; N-methyl-3r 
/ iodo-5-(iminomethano)-10,ll-dihydro-5H-dibeiizo-|a,d)cyclohepten^ 
I methoxy- 5- (iminomethano) -10, 1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; 3- 
bromo-5-(iminomethano)-10,l l-dihydro-5H-dibenzo-[a,d]cycloheptene; 3- 



WO 99/02145 



PCT/US98/13640 



51 



10 



15 



20 



i 



30 



f chloro-7-met±ioxy-5-(iminomethano)- 10, 1 l-dihydro-5H-dibenzo- 

[a,d]cycloheptene; 3-bromo-7-methoxy-5-(iminomethano)- 10, 1 1 -dihydro- 5H- 
dibenzo-[a,d]cycloheptene; 7~cMoro-5-(iminomethano)- 10, 1 l-dihydro-5H- 
dibenzo-[a,d]cycloheptener 3ranu^S-5-(iminomethano)-10, 1 1 -dihydro- 5H- 
dibenzo-[a,d]cycloheptene; 3-bromo-N-methyl-5-(iminomethano)- 10, 11- 
dihydro-5H-dibenzo- [a, d] cycloheptene ; 3-bromo-7-methoxy-N-methyl-5- 
(iminomethano) - 10, 1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; (-)-3-fluoro-5- 
(iminomethano) - 10, 1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; (+)-3-fluoro-5- 
(iminomethano)- 10, 1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; (-)-N-methyl- 
3-fluoro-5-(iminomethano)- 10, 1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; (+)- 
N-methyl-3-fluoro-5-(iminomethano)- 10,1 l-dihydro-5H-dibenzo- 
[a,d]cycloheptene; 3-methoxy-5-(iminomethano)-10,l 1 -dihydro- 5H-dibenzo- 
(a,d]cycloheptene; 3^mtEOf 5- (iminomethano)- 10, 1 1 -dihydro- 5H-dibenzo- 
[a,d]cycloheptene; 3-a^d©^5-(iminomethano)-10,l l-dihydro-5H-dibenzo- 
[a, d] cycloheptene ; 3-trifluoromet±iyl-5-(iminomethano)-10,l l-dihydro-5H- 
dibenzo-[a,d]cycloheptene; N-methyl-3-trifluorometJiyl-5-(iminomethano)- 
10,1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; 3,7-difluoro-5- 
(iminomethano)-10,l l-dihydro-5H-dibenzo-[a,d]cycloheptene; 3-phenyl-5- 
(iminomethano)-10,l l-dihydro-5H-dibenzo-[a,d]cycloheptene; 3-amino-5- 
(iminomethano) -10,1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; 8-hydroxy-5- 
(iminomethano)- 10,1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; 3-hydroxy-5- 
(iminomethano)-10,l l-dihydro-5H-dibenzo-[a,d]cycloheptene; 8-methoxy-5- 
(iminomethano) -10,1 l-dihydro-5H-dibenzo-[a,d]cycloheptene; 3icyah6-5- 
(iminomethano)-10,l l-dihydro-5H-dibenzo-[a,d]cycloheptene; and 3- 
methylthio-5-(iminomethano)- 10, 1 1 - dihy dro -5H-dibenzo-[ a, d] cycloheptene; 
and pharmaceutically acceptable salts thereof. Racemic mixtures and 
optically active isomers of the above compounds are also preferred. 

N,N-disubstituted guanidines are also preferred for use as compound 
2) in accordance with the invention, including compounds of the following 
Formula XIII: 



N- 



NH 
II 

-C— 



•N 



R 2 
*R 3 
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wherein: 

R and R 1 are each independently substituted or unsubstituted alkyl 
having from 1 to about 20 carbon atoms, substituted or unsubstituted 
alkenyl having from 2 to about 20 carbon atoms, substituted or 
unsubstituted alkynyl having from 2 to about 20 carbon atoms, substituted 
or unsubstituted alkoxy having from 1 to about 20 carbon atoms, 
substituted or unsubstituted aminoalkyl having 1 to about 20 carbon 
atoms, substituted or unsubstituted alkylthio having from 1 to about 20 
carbon atoms, substituted or unsubstituted alkylsulfinyl having from 1 to 
about 20 carbon atoms, substituted or unsubstituted carbocyclic aryl 
having at least about 5 ring atoms, substituted or unsubstituted aralkyl 
having at least about 5 ring atoms, or a substituted or unsubstituted 
heteroaromatic or heteroalicyclic group having from 1 to 3 rings, 3 to 8 ring 
members in each ring and from 1 to 3 heteroatoms, with at least one of R 
and R 1 being carbocyclic aryl, aralkyl, a heteroaromatic group or a 
heterocyclic group; 

R2 and R 3 each being independently selected from the group 
consisting of hydrogen, substituted and unsubstituted alkyl having from 1 
to about 20 carbon atoms, substituted and unsubstituted alkoxy having 
from 1 to about 20 carbon atoms, substituted and unsubstituted alkylthio 
having from 1 to about 20 carbon atoms, substituted and unsubstituted 
alkylsulfinyl having from 1 to about 20 carbon atoms, substituted and 
unsubstituted alkylsulfonyl having from 1 to about 20 carbon atoms, and 
substituted and unsubstituted aminoalkyl; and pharmaceutical^ acceptable 
salts thereof. A preferred group of compounds of Formula XIII are those 
wherein at least one and more preferably both of R 2 and R 3 are hydrogen, 
i.e. compounds of the formula RfR^NC^NHjNHa where R and R 1 are as 
defined above for Formula XIII. Also preferred is where at least one, or more 
preferably both, of R and R 1 is substituted or unsubstituted carbocyclic aryl 
or substituted or unsubstituted aralkyl or substituted or unsubstituted 
alkaryl. Preferred compounds of Formula XIII also include those 
compounds having substituents with 1 to about 6 carbon atoms, 
particularly R 2 and /or R 3 groups that have 1 to 6 carbon atoms (where R 2 
and/ or R 3 are other than hydrogen). Particularly preferred R 2 and R 3 
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substituents of compounds of Formula XIII include unsubstituted alkyl and 
heteroalkyl such as alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl and 
aminoalkyl. Preferred R and R 1 groups include substituted and 
unsubstituted acenaphthyl, phenyl, biphenyl, naphthyl, fluorenyl and 
benzyl, particularly alkyl-substituted and alkoxy-substituted phenyl and 
benzyl. Particularly preferred R and R 1 groups include straight and 
branched chain Ci-8-alkyl substituted phenyl and benzyl such as tert- 
butylphenyl, tert-butylbenzyl, sec-butylphenyl, sec-butylbenzyl, n- 
butylphenyl, n-butylbenzyl, iso-butylphenyl, iso-butylbenzyl, pentylphenyl, 
pentylbenzyl, hexylphenyl, hexylbenzyl and the like; straight and branched 
chain Ci-s-alkoxy (including haloalkoxy, i.e. alkoxy substituted by F, CI, Br 
and/ or I) substituted phenyl and benzyl such as butoxyphenyl, 
butoxybenzyl, pentoxyphenyl, pentoxybenzyl, hexoxyphenyl, hexoxybenzyl, 
trifluoromethoxyphenyl, trifluorobenzyl, fluoro and the like; alkaryl 
(including alkoxy aryl) substituted phenyl and benzyl, particularly 
substituted and unsubstituted benzyl and benzyloxy (especially - 
OCH2C6H5). Cycloalkyl and aryl (particularly carbocyclic aryl) such as 
substituted phenyl, benzyl and naphthyl are also preferred R and R 1 groups 
such as biphenyl, phenylbenzyl (i.e. -CH2C6H4C6H5), cyclohexylphenyl, 
cyclohexylbenzyl and the like. Halo (i.e., F, CI, Br and/or I) substituted R 
and R 1 groups are also preferred including halo-substituted phenyl, 
naphthyl and benzyl. Specifically preferred compounds of Formula XIII 
above include N-(4-sec-butylphenyl)-N-benzylguanidine; N-(5-acenaphthyl)~ 
N-benzylguanidine; N- (3- acenaphthyl) -N -benzyl guanidine; N-(5- 
acenaphthyl)-N-(4-isopropylbeiizyl)guanidine; N- (3 -acenaphthyl) -N- (4- 
isopropylbenzyl) guanidine; N-(4-cyclohexylphenyl)-N-(4- 
isopropylbenzyl)guanidine; N-(4-cyclohexylphenyl)-N-(4-tert- 
butylbenzyl)guanidine; N-(2-fluorenyl)-N-(4-tert-butylbenzyl)guanidine; N-(4- 
sec-butylphenyl)-N-(cinnamylmethylene)guanidine; N-(4-n-butoxyphenyl)-N- 
(4-tert-butylbenzyl)guanidine; N-(3-biphenyl)-N-(4-tert- 

butylbenzyl)guanidine; N- (5-indanyl) -N- (4 -tert-butylbenzyl) guanidine ; N-(3- 
trifluoromethoxyphenyl) -N - (4 -tert-butylbenzyl) guanidine ; N- (4- sec- 
butylphenyl) -N - (4-tert-bu tylbenzyl) guanidine ; N-(5-acenaphthyl)-N-(4-tert- 
butylbenzyljguanidine; N-(3-acenaphthyl)-N-(4-tert-butylbenzyl)guanidine; 
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N- (methoxy- 1 -naphthyl) - N- (4 - tert-bu tylbenzyl) guanidine ; N-( l-naphthyl)-N- 
(4-tert-butylbenzyl) guanidine; N-(3-iodophenyl)-N-(4-tert- 
butylbenzyl) guanidine; N-(4-chloro- 1 -naphthyl) -N- 
(4- tert-benzyl) guanidine; N-(4-tert-butylphenyl)-N-(4-tert- 
5 butylbenzyl)guanidine; N-(4-iodophenyl)-N-(4-tert-butylbenzyl)guanidine; N- 
( l-naphthylmethyl)-N-(4-tert- 

butylbenzyl)guanidine; N-(5-acenaphthyl)-N-(3-phenoxybenzyl)guanidine; N- 
(3 - trifluoromethylphenyl) - N- (4- tert-bu tylbenzyl) guanidine ; N-(3- 
methylthiophenyl) - 
10 N-(4-tert-butylben2yl)guanidine; N-(5-acenaphthyl)-N-(3-2- 

iodobenzyl) guanidine; N - ( 5- acenaphthyl) -N- (cinnamyl) gu anidine ; N-(5- 
acenaphthyl) -N- (4-iodobenzyl) guanidine ; N- (5-acenaphthyl) -N- (4- 
trifluoromethoxybenzyl)gu anidine; and pharmaceutically acceptable salts 
thereof. Such compounds are disclosed in International Application 
15 PCT/US95/01536, incorporated herein by reference. 

A still further group of preferred compounds for use in the present 
methods are guanidines having a substituent of substituted or 
unsubstituted fluorenyl, phenanthracenyl, anthracenyl and fluoranthenyl, 
including compounds of the Formulae I, II or III above and having at least 
20 one guanidine substituent of substituted or unsubstituted fluorenyl, 
substituted or unsubstituted phenanthracenyl, substituted or 
unsubstituted anthracenyl and substituted or unsubstituted fluoranthenyl. 
Specifically preferred compounds include N,N'-bis(2-fluorenyl)guanidine; 
N,N'-bis(2-fluorenyl)-N-methylguanidine; N,N , -bis(2-fluorenyl)-N,N'- 
25 dimethylgu anidine ; N,N'-bis(anthracenyl)guanidine; N,N'-bis(anthracenyl)-N- 
methylgu anidine ; N,N'-bis(antliracenyl)-N,N'-dimethylguanidine; N,N'- 
bis(phenanthracenyl) guanidine; N,N'-bis(phenanthracenyl)-N- 
methyl gu anidine ; NjN'-bistphenanthracenylJ-N^^dimethylguanidine; N,N- 
bis(fluoranthenyl) guanidine; N,N , -bis(fluoroanthenyl)-N-methylguanidine; 
30 N,N'-bis(fluoroanthenyl)-N,N'-dimethylguanidine; N-(anthracenyl)-N'-( 1- 

adamantyl) guanidine; N-(anthracenyl)-N'-( l-adamantyl)-N-methylguanidine; 
N- (anthracenyl) -N' - ( 1 - adamantyl) -N' -methylgu anidine ; N - (anthracenyl) - N ' - ( 1 - 
adamantyl) - N , N ' - dimethylgu anidine ; N- (anthracenyl) -N' - (2 - 
adamantyl) guanidine; N-(anthracenyl)-N'-(2-adamantyl)-N-methylgu anidine; 
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N-(anthracenyl)-N'-(2-adaman1yl)-N , -methylguanidine; N-(anthracenyl)-N'-(2- 
adamantyl)-N,N'-dimethylguanichne; N-(phenanthracenyl)-N'-( 1 - 
adamantyl) guanidine ; N- (phenanthracenyl) -N'-(l -adamantyl) -N- 
methylguanidine ; N-(phenanthracenyl)-N , -( l-adamantyl)-N , - 
methylguanidine; N-(phenanthracenyl)-N'-( l-adamantyl)-N,N'- 
dimethylguanidine; N - (phen anthr acenyl) - N ' - ( 2 - adamantyl) gu anidine ; N- 
(phenanthracenyl)-N , -(2-adamantyl)-N-methylguanidine; N- 
(phenanthracenyl)-N'-(2-adamaxLtyl) -N'-methylgu anidine ; N- 
(phenanthracenylJ-N'-^-adamantyl)^ N- (fluorenyl) - 

N ' - ( 1 - adamantyl) gu anidine ; N- (fluorenyl)-N'- ( 1 -adamantyl) -N- 
methylgu anidine; N- (fluorenyl) - N' - ( 1 - adamantyl) -N ' -me thylgu anidine ; N- 
(fluorenylJ-N-ll-adamantylJ-N^^dimethylguanidine; N-(fluorenyl)-N'-(2- 
adamantyl) guanidine; N-(fluorenyl)-N'-(2-adamantyl)-N-methylgu anidine; N- 
(fluorenyl)-N'-(2-adamantyl)-N'-methylgu anidine ; N-(fluorenyl) -N'-(2- 
adamantyl) -N ,N* -dimethylguanidine ; N- (fluorenyl) -N'- 
(methoxynaphthyl) guanidine ; N- (fluorenyl) -N' - (methoxynaphthyl) -N- 
me thylgu anidine; N-tfluorenylJ-N'-fmethoxynaphthylJ-N'-methylgu anidine; 
N-ffluorenylJ-N-JmetJioxynaphtJiylJ-N^^dimethylguanidine; and 
pharmaceutically acceptable salts thereof. Such compounds are disclosed 
in International Application PCT/US95/01536, incorporated herein by 
reference. 

Further preferred compounds for use as compound 2) in accordance 
with the invention include compounds of the following Formula XIV: 



wherein R and R 1 are each independently substituted or 
unsubstituted alkyl having from 1 to about 20 carbon atoms, substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms, substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms, 
substituted or unsubstituted alkoxy having from 1 to about 20 carbon 





(R 1 )* 



II 

c 



XIV 
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atoms, substituted or unsubstituted aryloxy having from 6 to about 20 
carbon atoms, substituted or unsubstituted aralkoxy having from 6 to about 
20 carbon atoms, substituted or unsubstituted aminoalkyl ha^ng^ii© 
about 20 carbon atoms, substituted or unsubstituted alkylthio having from 
5 1 to about 20 carbon atoms, substituted or unsubstituted alkylsulfinyl 
having from 1 to about 20 carbon atoms, substituted or unsubstituted 
alkylsulfonyl having 1 to about 20 carbon atoms, substituted or 
unsubstituted carbocyclic aryl having at least 5 ring atoms, substituted or 
unsubstituted aralkyl having at least 5 ring atoms, or a substituted or 
10 unsubstituted heteroaromatic or heteroalicyclic group having 1 to 3 rings, 3 
to 8 ring members in each ring and 1 to 3 heteroatoms; 

R 2 and R 3 are each independently hydrogen or a group as defined for 
R and R 1 above, and preferably are each substituted or unsubstituted alkyl, 
alkenyl, alkynyl, alkoxy, aminoalj^-, alkylthio or alkylsulfinyl; or R 1 and R 3 
15 together form a ring having 5 or more ring members; 

n and n' independently are each equal to 1, 2, or 3; 
X and X' are each independently a chemical bond (i.e., a bond 
between the guard dine nitrogen and R or R 1 ), substituted or unsubstituted 
alkylene having from 1 to about 8 carbon atoms, substituted or 
20 unsubstituted alkenylene having from 2 to about 8 carbon atoms, or 

substituted or unsubstituted alkynylene having from 2 to about 8 carbon 
atoms, substituted or unsubstituted heteroalkylene having from 1 to about 
8 carbon atoms, substituted or unsubstituted heteroalkenylene having 2 to 
about 8 carbon atoms, and substituted or unsubstituted heteroalkynylene 
25 having from 2 to about 8 carbon atoms, with at least one X and X' being 

other than a bond; and pharmaceutically acceptable salts thereof. Preferred 
compounds of Formula XIV include those where X is substituted or 
unsubstituted alkylene or alkenylene having 1 to about 3 carbon atoms. 
Specifically preferred compounds of Formula XIV include N-5-acenaphthyl- 
30 N'-benzhydrylguanidine; N-5-acenaphthyl-N'-benzhydryl-N-methylguanidne; 
N-S-acenaphthyl-N'-benzhydryl-N-methylguanidine; N-5-acenaphthyl-N'- 
benzhydryl-N,N'-dimethylguanidine; N-3-acenaphthyl-N'- 
benzhydrylguanidine; N-3-acenaphthyl-N'-benzhydryl-N-methylguanidine; 
N-S-acenaphthyl-N'-benzhydryl-N'-methylguanidine; N-3-acenaphthyl-N'- 
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benzhydiyl-N,N'-dimethylguanidine; N-(5-acenaphthyl)-N*-[( 1-naphtJiyl)- 
methyljguanidine; N-(5-acenaphthyl)-N f -[( 1-naphthyl) -methyl] -N- 
methylguanidine; N-(5-acenaphthyl)-N'-[( l-naphthyl)-methyl]-N'- 
methylgu anidine ; N-(5-acenaphthyl)-N'-[( l-naphthyl)-methyl]-N,N'- 
dimethylgu anidine ; N-(5-acenaphthyl)-N'-(l-methyl-2- 

phenoxyethyl)gu anidine; N-(5-acenaphthyl)-N'-( 1 -methyl-2-phenoxyethyl)-N- 
methylgu anidine ; N- (5-acenaphthyl) -N* - ( 1 -methyl-2-phenoxyethyl) -N' - 
methylgu anidine; N- (5-acenaphthyl)-N' - ( 1 -methyl-2-phenoxyethyl) -N ,N' - 
dimethylgu anidine ; N-(5- acenaphthyl) -N'-(l -methyl-2- (4 - 
chlorophenyl) ethyl) gu anidine ; N-(5-acenaphthyl)-N'-(l-methyl-2-(4- 
chlorophenyl)ethyl)-N-methylguanidine; N-(5-acenaphthyl)-N'~(l-methyl>2- 
(4-chlorophenyl)ethyl)-N'-methylguanidine; N-(5-acenaphthyl)-N -( 1-methyl- 
2-(4-chlorophenyl)etiiyl)-N,N , -dimethylguanidine; N-(5-acenaphthyl)-N'-( 1 ,2- 
diphenylethyl)guanidine; N-(5-acenaphthyl)-N , -(l,2-diphenylethyl)-N- 
methylguanidine; N-(5-acenaphthyl)-N'-( 1 ,2-diphenylethyl)-N'- 
methylgu anidine; N-(5-acenaphthyl)-N'-( 1 ,2-cttphenylethyl)-N,N'- 
dimethylgu anidine ; N-fS-acenaphthylJ-N'-IS-phenylpropylJguanidine; N-(5- 
acenaphthyl)-N-(3-phenylpropyl)-N-methylguanidine; N-(5-acenaphthyl)-N'- 
(2-methyl-2-phenylethyl)-N , -methylguanidine; N,N-(sec-butylphenyl)-N'-(2- 
phenoxyethyl)guanidine; N,N'-(sec-butylphenyl)-N , -(2-phenoxyethyl)-N- 
methylgu anidine; N,N , -(sec-butylphenyl)-N-(2-phenoxyethyl)-N- 
methylguanidine; N,N•-(sec-butylphenyl)-N , -(2-phenoxyethyl)-N,N , - 
dimethylgu anidine; N-(5-acenaphthyl)-N , -((4-tert-butylphenyl)-(4-sec- 
butylphenyl)-methyl)guanidine; N-(5-acenaphthyl)-N , -((4-tert-butylphenyl)- 
(4- sec -butylphenyl)-methyl)-N-methylgu anidine; N-(5-acenaphthyl)-N'-((4- 
tert-butylphenyl) - (4- sec-butylphenyl) -methyl) -N' -methylguanidine ; N-(5- 
acenaphthyl)-N , -((4-tert-butylphenyl)-(4-sec-butylphenyl)-methyl)-N,N , - 
dimethylguanidine; N-(4-butoxyphenyl)-N,N'-bis(4-tert- 
butylbenzyl)guanidine; N-(4-butoxyphenyl)-N,N , -bis(4-tert-butylbenzyl)-N- 
methylguanidine ; N-(4-butoxyphenyl)-N,N , -bis(4-tert-butylbenzyl)-N t - 
methylguanidine; N-(4-buto3^phenyl)-N,N , -bis(4-tert-butylbenzyl)-N,N l - 
dimethylguanidine; and pharmaceutically acceptable salts of said 
compounds. Such compounds are disclosed in International Application 
PCT/US95/01536, incorporated herein by reference. 
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Further preferred compounds for use as compound 2) in accordance 
with the invention are substituted guanidines (including compounds of 
Formulae I, II and III above) that have a phenyl substituent that is ring 
substituted by one or more branched groups such as branched alkyl e.g. 
5 sec-butyl or tert- butyl, and/ or one or more substituted or un substituted 
aralkoxy substituents, particularly substituted or unsubstituted benzyloxy. 
Preferably the phenyl substituent is ring substituted by such branched or 
aryloxy groups at 1, 2 or 3 ring positions. Para-substitution and meta- 
substitution of the phenyl substituent is preferred. Specifically preferred 
10 compounds include N,N'-di-(4-sec-butylphenyl)guanidine; N,N , -di-(4-sec- 
butylphenyl) -N-methylgu anidine ; N,N'-di- (4- sec-butylphenyl) -N,N'- 
dimethylguanidine; N-(2-naphthyl)-N'-(4-isopropylphenyl)guanidine; N-(2- 
naphthyl)-N , -(4-isopropylphenyl)-N-methylguanidine; N-(2-naphthyl)-N'-(4- 
isopropylphenyl)-N*-methylguanidine; N-(2-naphthyl)-N-(4-isopropylphenyl)- 
15 N,N'-dimethylgu anidine; N,N'-bis(4-tert-bu1ylphenyl)guanidine; N,N'-bis(4- 
tert-butylphenyl)-N-methylguanidine; N,N , -bis(4-tert-butylphenyl)-N l - 
methylguanidine; N,N , -bis(4-tert-butylphenyl)-N,N , -dimet±iylguanidine; N-(4- 
sec-butylphenyl) -N- (2,3 ,4-trichlorophenyl) guanidine ; N- (4- sec-butylphenyl) - 
N'-(2,3,4-trichlorophenyl)-N-methylguanidine; N-(4-sec-butylphenyl)-N- 
20 (2,3,4-trichlorophenyl)-N'-methylguanidine; N-(4-sec-butylphenyl)-N'-(2,3,4- 
trichlor oph enyl) - N , N ' - dime thylgu anidine ; N-(4-methoxy- 1 -naphthyl)-N'- 
(2,3,4-trichlorophenyl)guanidine; N-(4-methoxy- l-naphthyl)-N -(2,3,4- 
trichlorophenyl)-N-methylguanidine; N-(4-methoxy- l-naphthyl)-N'-(2,3,4- 
trichlorophenylJ-N'-methylguanidine; N- (4-methoxy- 1 -naphthyl) -N ' -(2,3,4- 
2 5 trichlorophenyl) - N , N' - dimethylguanidine ; N ,N -bis-(4-secr butylphenyl) 0* ■ 

iminopjrciimda^ N,N'-bis(3-biphenyl)guanidine; N,N'-bis(3-biphenyl)- 

N-methylguanidine ; N,N'-bis(3-biphenyl)-N'-methylguanidine; N,N'-bis(3- 
biphenyl)-N,N-dimethylguanidine; N,N'-di-(3-tert-butylphenyl)guanidine; 
N,N-di-(3-tert-butylphenyl)-N-methylguanidine; N,N'-di-(3-tert-butylphenyl)- 
30 N ' -methylguanidine ; N,N'-di-(3-tert-butylphenyl)-N,N -dimethylguanidine; 
N,N'-bis-(4-methoxy-l-naphthyl)gu anidine; N,N'-bis-(4-methoxy- 1- 
naphthyl)-N-methylgu anidine; N, N' -bis- (4-methoxy- 1 -naphthyl) -N'- 
methylgu anidine ; N,N'-bis-(4-methoxy- l-naphthyl)-N,N'-dimethylguanidine; 
N,N'-bis- (3-sec-butylphenyl)guanidine; N,N'-bis-(3-sec-butylphenyl)-N- 
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methylguanidine; N^'-bis-lS-sec-butylphenylJ-N'-methylguariidine; N,N*-bis- 
(3-sec-butylphenyl)-N,N-methylguanidine; N,N'-bis(4-n- 

butylphenyl)guanidine; N,N'-bis(4-n-butylphenyl)-N-methylguaiiidine; N,N'- 
bis(4-n-butylphenyl)-N'-methylguanidine; N,N'-bis(4-n-butylphenyl)-N,N- 
5 dimethylguanidine; N,N'-(sec-butylphenyl)- N'-(n-pentyl)guanidine; N,N'- 
bis(3-benzyloxyphenyl)guanidine; N,N'-bis(3-ben^loxyphenyl)-N- 
methylguanidine; N^^bislS-ben^loxyphenylJ-N^'-dimethylguanidine; N,N - 
bis(4-benzyloxyphenyl) guanidine ; N ,N*-bis(4-ben2yloxyphenyl)-N- 
methylguanidine; N,N'-bis(4-ben2ylo3^henyl)-N,N , -dimetJiylguanidine; N-(3- 

10 benzyloxyphenyl)-N-(4-benzyloxyphenyl)guanidine; N-(3-benzyloxyphenyl)- 
N'.(4-benzyloxyphenyl)-N-methylguanidine; N-(3-benzyloxyphenyl)-N'-(4- 
benzyloxyphenyl) -N' -methylguanidine ; N-(3-benzyloxyphenyl)-N'-(4- 
benzyloxyphenyl)-N,N'-dimethylguanidine; and pharmaceutical^ acceptable 
salts of said compounds. Such compounds are disclosed in International 

15 Application PCT/US95/01536, incorporated herein by reference. 

Further preferred for use in combination with an aminoglycoside 
antibiotic in accordance with the invention are substituted indolinyl and 
indblii^^derivative compounds of the following Formula XV: 



wherein R and R 1 are each independently hydrogen; substituted or 
unsubstituted alkyl having from 1 to about 20 carbon atoms; substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms; substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms; 
25 substituted or unsubstituted alkoxy having from 1 to about 20 carbon 
atoms; substituted or unsubstituted alkylthio having from 1 to about 20 
carbon atoms; substituted or unsubstituted aminoaUcyLhaying fcpm. kto 
about 20 carbon atoms; substituted or unsubstituted alkylsulfinyl having 1 
to about 20 carbon atoms; substituted or unsubstituted alkylsulfonyl 



(R 2 ): 




xv 



20 
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having 1 to about 20 carbon atoms; substituted or unsubstituted 
carbocyclic aryl having at least about 6 ring carbon atoms; or a substituted 
or unsubstituted heteroaromatic or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and from 1 to 3 hetero atoms, with 
5 at least one of R and R 1 being other than hydrogen; 

each R 2 and each R 3 (i.e. substituent of the 4, 5, 6 and 7 aromatic 
ring positions) are each independently hydrogen, halogen, hy droxy 1 p azido , 
substituted or unsubstituted alkyl having from 1 to about 20 carbon atoms, 
substituted or unsubstituted alkenyl having from 2 to about 20 carbon 

10 atoms, substituted or unsubstituted alkynyl having from 2 to about 20 

carbon atoms, substituted or unsubstituted alkoxy having from 1 to about 
20 carbon atoms, substituted or unsubstituted alkylthio having 1 to about 
20 carbon atoms, substituted or unsubstituted alkylsulfinyl having from 1 
to about 20 carbon atoms, substituted or unsubstituted alkylsulfonyl 

15 having from 1 to about 20 carbon atoms, substituted or unsubstituted 
amino alkyl having from 1 to about 20 carbon atoms, substituted or 
unsubstituted carbocyclic aryl having at least about 6 ring carbon atoms, or 
substituted or unsubstituted aralkyl having at least about 6 ring carbon 
atoms; 

20 X is substituted or unsubstituted methylene (-CH2-), -S- (i.e. 3- 

benzot±iiazolinylcarboximidamide compounds), -O- or substituted or 
unsubstituted -N-, and preferably is substituted or unsubstituted 
methylene; 



25 salts thereof. 

Also preferred for use in combination with an aminoglycoside 
antibiotic in accordance with the present invention are compounds of the 
following Formula XVI: 



m is 0, 1 or 2; n is 0, 1, 2, 3 or 4; and pharmaceutically acceptable 




XVI 
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wherein R and R 1 are each independently hydrogen; substituted or 
unsubstituted alkyl having from 1 to about 20 carbon atoms; substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms; substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms; 
5 substituted or unsubstituted alkoxy having from 1 to about 20 carbon 
atoms; substituted or unsubstituted alkylthio having from 1 to about 20 
carbon atoms; substituted or unsubstituted aminoalkyl having frbm^$P 
about 20 carbon atoms; substituted or unsubstituted alkylsulfinyl having 1 
to about 20 carbon atoms; substituted or unsubstituted alkylsulfonyl 
10 having 1 to about 20 carbon atoms; substituted or unsubstituted 

carbocyclic aryl having at least about 6 ring carbon atoms; or a substituted 
or unsubstituted heteroaromatic or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and from 1 to 3 hetero atoms; 

each R 2 (i.e. substituent of the 2 and 3 ring positions) and each R 3 
15 (i.e. substituent of the 5, 6, 7 and 8 aromatic ring positions) are each 
independently hydrogen, halogen, hydroxyl, azido, substituted or 
unsubstituted alkyl having from 1 to about 20 carbon atoms, substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms, substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms, 
20 substituted or unsubstituted alkoxy having from 1 to about 20 carbon 

atoms, substituted or unsubstituted alkylthio having 1 to about 20 carbon 
atoms, substituted or unsubstituted alkylsulfinyl having from 1 to about 20 
carbon atoms, substituted or unsubstituted alkylsulfonyl having from 1 to 
about 20 carbon atoms, substituted or unsubstituted aminoalkyl having 
25 from 1 to about 20 carbon atoms, substituted or unsubstituted carbocyclic 
aryl having at least about 6 ring carbon atoms, or substituted or 
unsubstituted aralkyl having at least about 6 ring carbon atoms; 

X is -O- (i.e. 2,3-benzmorpholinyl compounds), -S- (i.e. 2,3- 
benzthiomorpholinyl compounds), substituted or unsubstituted -N-, or 
30 substituted or unsubstituted methylene (-CH2-); 

m and n are each independently 0 (i.e. the available ring are each 
hydrogen- substituted), 1, 2, 3 or 4; and pharmaceutically acceptable salts 
thereof. 
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10 



15 



20 



Further preferred for use in combination with an aminoglycoside 
antibiotic in accordance with the present invention are compounds of the 
following Formula XVII: 



wherein R and R 1 are each independently hydrogen; substituted or 
unsubstituted alkyl having from 1 to about 20 carbon atoms; substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms; substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms; 
substituted or unsubstituted alkoxy having from 1 to about 20 carbon 
atoms; substituted or unsubstituted alkylthio having from 1 to about 20 
carbon atoms; substituted or unsubstituted aminoalkyl having from 1 to 
about 20 carbon atoms; substituted or unsubstituted alkylsulfinyl having 1 
to about 20 carbon atoms; substituted or unsubstituted alkylsulfonyl 
having 1 to about 20 carbon atoms; substituted or unsubstituted 
carbocyclic aryl having at least about 6 ring carbon atoms; or a substituted 
or unsubstituted heteroaromatic or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and from 1 to 3 hetero atoms; 

each R 2 (i.e. substituent of the 1, 3 and 4 tetrahydroisoquinolinyl ring 
positions) and each R 3 (i.e. substituent of the 5, 6, 7 and 8 
tetrahydroisoquinolinyl ring positions) are each independently hydrogen, 
halogen, hydroxyl, #aet& substituted or unsubstituted alkyl having from 1 
to about 20 carbon atoms, substituted or unsubstituted alkenyl having from 
2 to about 20 carbon atoms, substituted or unsubstituted alkynyl having 
from 2 to about 20 carbon atoms, substituted or unsubstituted alkoxy 
having from 1 to about 20 carbon atoms, substituted or unsubstituted 
alkylthio having 1 to about 20 carbon atoms, substituted or unsubstituted 
alkylsulfinyl having from 1 to about 20 carbon atoms, substituted or 
unsubstituted alkylsulfonyl having from 1 to about 20 carbon atoms, 




xvn 



NH 
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substituted or unsubstituted aminoalkyl having from 1 to about 20 c^bon 
atoms, substituted or unsubstituted carbocyclic axyl having at least about 6 
ring carbon atoms, or substituted or unsubstituted aralkyl having at least 
about 6 ring carbon atoms; 
5 m is 0 (i.e. the 1, 3 and 4 tetrahydroisoquinolinyl ring positions are 

each hydrogen-substituted), 1, 2, 3, 4, 5 or 6; n is 0 (i.e. the 5, 6, 7 and 8 
tetrahydroisoquinolinyl ring positions are each hydrogen-substituted), 1,2, 
3 or 4; and pharmaceutically acceptable salts thereof. 

Further preferred for use in combination with an aminoglycoside 
10 antibiotic in accordance with the present invention are compounds of the 
following Formula XVIII: 




xvm 



wherein R and R 1 are each independently hydrogen; substituted or 
15 unsubstituted alkyl having from 1 to about 20 carbon atoms; substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms; substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms; 
substituted or unsubstituted alkoxy having from 1 to about 20 carbon 
atoms; substituted or unsubstituted alkylthio having from 1 to about 20 
20 carbon atoms; substituted or unsubstituted aminoalkyl having fr^^^o 

about 20 carbon atoms; substituted or unsubstituted alkylsulfinyl having 1 
to about 20 carbon atoms; substituted or unsubstituted alkylsulfonyl 
having 1 to about 20 carbon atoms; substituted or unsubstituted 
carbocyclic aryl having at least about 6 ring carbon atoms; or a substituted 
25 or unsubstituted heteroaromatic or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and from 1 to 3 hetero atoms, with 
at least one of R and R 1 being other than hydrogen; 

each R 2 and each R 3 (i.e. substituent of the aromatic positions 3-8) 
are each independently hydrogen, halogen, hydroxy!* azido, substituted or 
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unsubstituted alkyl having from 1 to about 20 carbon atoms, substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms, substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms, 
substituted or unsubstituted alkoxy having from 1 to about 20 carbon 
5 atoms, substituted or unsubstituted alkylthio having 1 to about 20 carbon 
atoms, substituted or unsubstituted alkylsulfinyl having from 1 to about 20 
carbon atoms, substituted or unsubstituted alkylsulfonyl having from 1 to 
about 20 carbon atoms, substituted or unsubstituted aminoalkyl havixig 
from 1 to about 20 carbon atoms, substituted or unsubstituted carbocyclic 
10 aryl having at least about 6 ring carbon atoms, or substituted or 
unsubstituted aralkyl having at least about 6 ring carbon atoms; 

m is 0 (i.e. the 2-benz[cd]indolinyl position is hydrogen-substituted), 
1 or 2; and n is 0 (i.e. the available ring are each hydrogen-substituted), 1, 
2, 3, 4, 5 or 6; and pharmaceutically acceptable salts thereof. 
15 Also preferred for use in combination with an aminoglycoside 

antibiotic in accordance with the present invention are compounds of the 
following Formula XIX: 




XIX 



20 wherein R and R 1 are each independently hydrogen; substituted or 

unsubstituted alkyl having from 1 to about 20 carbon atoms; substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms; substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms; 
substituted or unsubstituted alkoxy having from 1 to about 20 carbon 

25 atoms; substituted or unsubstituted alkylthio having from 1 to about 20 
carbon atoms; substituted or unsubstituted ajninoalkyl having from 1 to 
about 20 carbon atoms; substituted or unsubstituted alkylsulfinyl having 1 
to about 20 carbon atoms; substituted or unsubstituted alkylsulfonyl 



WO 99/02145 



PCT/US98/13640 



- 65 - 



having 1 to about 20 carbon atoms; substituted or un substituted 
carbocyclic aryl having at least about 6 ring carbon atoms; or a substituted 
or unsubstituted heteroaromatic or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and from 1 to 3 hetero atoms, with 
5 at least one of R and R 1 being other than hydrogen; 

each R 2 , each R 3 (i.e. substituent of the aromatic positions 1-4) and 
each R 4 (i.e. substituent of the aromatic positions 7-10) are each 
independently hydrogen, halogen, hydroxy!, azi&Q, substituted or 
unsubstituted alkyl having from 1 to about 20 carbon atoms, substituted or 

10 unsubstituted alkenyl having from 2 to about 20 carbon atoms, substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms, 
substituted or unsubstituted alkoxy having from 1 to about 20 carbon 
atoms, substituted or unsubstituted alkylthio having 1 to about 20 carbon 
atoms, substituted or unsubstituted alkylsulfinyl having from 1 to about 20 

15 carbon atoms, substituted or unsubstituted alkylsulfonyl having from 1 to 
about 20 carbon atoms, substituted or unsubstituted aminoalkyl having 
from 1 to about 20 carbon atoms, substituted or unsubstituted carbocyclic 
aryl having at least about 6 ring carbon atoms, or substituted or 
unsubstituted ar alkyl having at least about 6 ring carbon atoms; 

20 m is 0 (i.e. the 5,6-dihydrophenanthridinyl ring position is hydrogen- 

substituted), 1 or 2; and n and r are each independently 0 (i.e. the ring 
positions are each hydrogen-substituted), 1, 2, 3 or 4; and pharmaceutically 
acceptable salts thereof. 



25 antibiotic in accordance with the present invention are compounds of the 
following Formula XX: 



Also preferred for use in combination with an aminoglycoside 




WO 99/02145 



PCT/US98/13640 



10 



66 



wherein R, R 1 , X, R 2 , R 3 and n are the same as defined s^^e for 
Formula XVI, but where X can also be sulfinyl (i.e.-S(O)-) or sulfonyl (i.e. - 
S(02)-), and m of Formula XX is an integer equal to 0-6, and preferably m is 
0, 1 or 2; and pharmaceutical^ acceptable salts thereof. Preferred 
substituents of Formula XVI also will be preferred substituents at 
corresponding positions of compounds of Formula XX. 

Further preferred for use in combination with an aminoglycoside 
antibiotic in accordance with the present invention are compounds of the 
following Formula XXI: 




wherein R, R 1 , R 2 , R 3 and m are the same as defined labbve for 
Formula XVIII, and n of Formula XXI is an integer equal to 0-9, and 
preferably n is 0, 1 or 2; and pharmaceutically acceptable salts thereof. It 

15 is understood that an R 3 substituent can be the same or different and may 
be present on either the non-aromatic or aromatic fused ring. Preferred 
substituents of Formula XVIII also will be preferred substituents at 
corresponding positions of compounds of Formula XXI. 

Further preferred for use in combination with an aminoglycoside 

20 antibiotic in accordance with the present invention are compounds of the 
following Formula XXII: 
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wherein R, R 1 , R 2 , R 3 , n and r are the same as defined aboyie for 
Formula XIX, except R and R 1 each may be hydrogen, although preferably at 
least one of R and R 1 will be other than hydrogen, and m of Formula XXII is 
an integer equal to 0-4, and preferably m is 0, 1 or 2, and the dotted line in 
5 Formula XXII represents an optional carbon-carbon double bond (endocyclic 
bond); and pharmaceutically acceptable salts thereof. Preferred 
substituents of Formula XIX also will be preferred substituents at 
corresponding positions of compounds of Formula XXII. 

Also preferred for use in combination with an aminoglycoside 
10 antibiotic in accordance with the present invention are compounds of the 
following Formula XXIII : 




xxm 



wherein R 2 , R 3 , n and r are the same as defined abejve for Formula 
15 XIX; R and R 1 are also the same as defined above for Formula XIX, except R 
and R 1 each may be hydrogen, although preferably at least one of R and R 1 
will be other than hydrogen; m of Formula IX is an integer equal to 0-6 (i.e. 
R 2 may be a substituent at any of the available three saturated ring 
positions), and preferably m is 0, 1 or 2. 
20 For each of Formulae XV through XXIII preferably at least one of R 

and R 1 is a carbocyclic aryl, aralkyl, or heteroaromatic or heteroalicyclic 
group, particularly substituted or unsubstituted phenyl or naphthyl. More 
preferably, for each of Formulae XV through XXIII, R is a carbocyclic aryl, 
heteroaromatic or heteroalicyclic group, and R 1 is a non-aryl group, 
25 particularly hydrogen or substituted or unsubstituted alkyl, alkoxy, 
alkylthio, alkylsulfinyl, alkylsulfonyl, or ammoallcyl. Substituted or 
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unsubstituted phenyl or naphthyl are preferred R groups of Formulae XV 
through XXIII. Generally more preferred R 1 groups are hydrogen and 
substituted or unsubstituted alkyl such as substituted or unsubstituted 
alkyl having 1 to about 6 carbon atoms or 1 to about 3 carbon atoms. 
5 Specifically preferred compounds of Formula XV include the 

following: 

N-(4-benzyloxyphenyl)- 1 -indolinylcarboximidamide; 
N-(4-methoxynaphthyl)- 1 -indolinylcarboximidamide; 
N-( 1 -naphthyl) - 1 -indolinylcarboximidamide; 
10 N-(3,4-dimet±LOxynaphthyl)- 1 -indolinylcarboximidamide; 
N- (3 ,4-dichlorophenyl) - 1 -indolinylcarboximidamide ; 
N - ( 1 -naphthyl) - 1 - ( 7 -ethyl) -indolinylcarboximidamide ; 
N- (2 -naphthyl) - 1 - (7- ethyl) -indolinylcarboximidamide ; 
N- (4-sec-butylphenyl)- 1 -indolinylcarboxiinidamide ; 
1 5 N-(2,3-dichlorophenyl)- 1 -indolinylcarboximidamide; 
N- (2 ,3-dimethylphenyl)- 1 -indolinylcarboximidamide ; 
N-(5,6,7,8-tetrahydro- 1 -naphthyl) - 1 -indolinylcarboximidamide; 
N- (2-biphenyl) - 1 -indolinylcarboximidamide ; 
N- ( 1 -naphthyl) -N -methyl- 1 -indohnylcarboximidamide ; 
20 N-(2-naphthyl)- 1 -indolinylcarboximidamide; 
N-phenyl- 1 -indolinylcarboximidamide; 

N- (2-chlorophenyl) - 1 -indolinylcarboximidamide ; 

N-(2-methylphenyl)- 1 -indolinylcarboximidamide; 

N- (3 -methylphenyl) - 1 -indolinylcarboximidamide ; 
25 N-(2,5-dimethylphenyl)- 1 -indolinylcarboximidamide; 

N-(2 , 5-dibromophenyl) - 1 -indolinylcarboximidamide ; 

N- (2 , 5-dichlorophenyl) - 1 -indolinylcarboximidamide ; 

N- (5-acenaphthyl) - 1 -(5-methoxy) -indolinylcarboximidamide ; 

N- (5-acenaphthyl) - 1 - (5-bromo) -indolinylcarboximidamide ; 
30 N - (2 , 3 -dimethoxyphenyl) - 1 -indolinylcarboximidamide; 

N-methyl-N- (4-sec-butylphenyl)- 1 -indolinyl-carboximidamide; 

N- (2 -tolyl) -1- (3-benzotJii^dlinyJ) -carboximidamide ; 

N-5-indanyl- 1-indolinyl-carboxiinidamide; 

N- (3 ,4-dimethylphenyl) - 1 -indolinyl-carboximidamide ; 
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N- (2 ,3 ,4-trichlorophenyl) - 1 -indolinyl-carboximidamide ; 

N-(2-naphlJiyl)-l-indolinyl-carboximidamide; 

N-(3-biphenyl)- 1 -indolinyl-carboximidamide; 

Nfr(8fq\^^Mi^|r 1-indoUnyl-carboximidamide; 

N-(2-tolyl)- 1 -(4-metiioxylindolinyl)-carboximidamide; 

N- (2 -tolyl) - 1 - (3-methylindolinyl) -carboximidamide ; 

N- (2 ,4-dichlorophenyl)- 1 -indolinyl-carboximidamide; 

N- (2-methoxylphenyl) - 1 -indolinyl-carboximidamide ; 

N-(2-trifluorometJryl)-l-indolinyl-carboximidaiiiide; 

N- (4 -methoxynaphthyl) - 1 - (4-methoxyindolinyl) -carb oximidamide ; 

N-(4-methoxynaphthyl)- 1 -(4-chloroindoUnyl)-carboximidamide; 

N- (2 ,4-dimethoxyphenyl) - 1 -indolinyl-carboximidamide ; 

N-(2 ,4-dimethylphenyl) - 1 -indolinyl-carboximidamide; 

N-(2 ,4-difluorophenyl) - 1 -indolinyl-carboximidamide ; 

N-(4-methoxy-2-nitxophenyl)- 1 -indolinyl-carboximidamide; 

N-(4-methoxyphenyl)- 1 -indolinyl-carboximidamide; 

N- (2 , 5- dichlorophenyl) - 1 -indolinyl-carboximidamide ; 

N- (4 -chlorophenyl) - 1 -indolinyl- carboximidamide ; 

N-( 1-naphthyl)- l-(S-fluoroindolinyl) -carboximidamide; 

N- (4 , 5-dimethylnaphthyl) - 1 -indolinyl-carboximidamide ; 

N- (5-acenaphthyl) - l-(4-met±ioxyindolinyl)-carboximidariiide ; 

N-6-(benz[cd]indol-2( lH)-one)- 1 -indolinyl-carboximidamide; 

N-(2,3-difluorophenyl)-l-indolinyl-carboximidamide; 

N-(2-(4'-metlioxy)biphenyl)-l-indolinyl-carboxiinidamide; 

N- (2 -tert-butylphenyl) - 1 -indolinyl- carboximidamide ; 

N- (3 , 5-dichlorophenyl) - 1 -indolinyl-carboximidamide ; 

N-(2^pyrrolylphenyl)r 1 -indolinyl-carboximidamide; 

N- (4-fluorenyl)- 1 -indolinyl-carboximidamide ; 

N- (6-coumarinyl) - 1 -indolinyl-carboximidamide ; 

N-(3-isopropylphenyl)-l-indolinyl-carboximidamide; 

N-(5-meAo>^aphthyl)-l-indolinyl-carboximidamide; 

N-(3-(lH-imidazolHf yl)- 1 -indolinyl-carboximidamide; 

N-(3-quinoliiiyl)- 1 -indolinyl-carboximidamide; 

N-(6-indazole)r 1 -indolinyl-carboximidamide; 
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N- (2 -piperidinylphenyl^ r 1 -indolinyl-carboximidamide; 
N-(2-met±iylmercapto)phenyl-l-indolinyl-carboxiinidamide; 
N- ( 1 -methylsulfoxyphenyl) - 1 -indolinyl-carboximidamide ; 

N-(2-naphthyl)-l-(5-fluoroindolinyl)-carboximidamide; and pharmaceutically 
5 acceptable salts of those compounds. 

N-(l-naph1±iyl)-l-indolinylcarboximidainide and pharmaceutically 
acceptable salts thereof are particularly preferred compounds of Formula 
XV. 

Specifically preferred compounds of Formula XVI include the 
10 following: 

N-( 1 -naphthyl)- 1-(1 ^^^-telxahydroquinolinyljcarboximidamide; 
N-( 1 -naphthyl)- l-(7-trifluoromethyl)- ( 1 ,2 ,3,4- 
tetrahydroquinolinyl)carboxirnidamide; 

N- ( 1 -naphthyl) - 1 - (7 -methyl) -(1,2,3 ,4-te trahydroquinolinyl) carboximidamide ; 
1 5 N-(2,5-dibromophenyl)- l-(7-trifluoromethyl)-(l ,2,3,4- 
tetrahydroquinolinyl) carboximidamide ; 
N-(l-naphthyl)- l-(2-trifluoromethyl)-( 1 ,2,3,4- 
tetrahydroquinolinyl) carboximidamide ; 

N- (4-benzyloxyphenyl) - 1 - ( 1 ,2 ,3 ,4-tetrahydroquinolinyl) carboximidamide ; 
20 N- (4-methoxynaphthyl) - 1 - ( 1 ,2 , 3 ,4-tetrahydroquinolinyl) carboximidamide ; 

N - (3 ,4-dichlorophenyl) - 1 - ( 1 ,2 ,3 ,4-tetrahydroquinolinyl) carboximidamide ; 

N-(S-acenaphthyl)- l-(5-methoxy)-(l ,2,3,4- 

tetrahydr oquinolinyl) carboximidamide ; 

N- (5-acenaphthyl) - 1 - (5-bromo) -(1,2,3,4- 
2 5 tetrahydroquinolinyl) carboximidamide ; 

N-(l -naphthyl)- l-(7-ethyl)-(l ,2,3,4-te1xahydroquinolinyl)carboxiinidamide; 

N-(4-sec-butylphenyl)- 1 -( 1 ,2 ,3 ,4-tetrahydroquinolinyl)carboximidamide; 

N- (2 , 3 - dichlorophenyl) - 1 - ( 1 , 2 , 3 ,4-tetrahydroquinolinyl) carboximidamide ; 

N-(2,3-dimethylphenyl)- 1-( 1 ,2,3,4-tetxahydroquinolinyl)carboximidamide; 
30 N-(5,6,7,8-tetrahydro-l-naphthyl)-l-(l,2,3,4- 

tetrahydroquinolinyl) carboximidamide ; 

N-(2-biphenyl)- 1 - ( 1 ,2,3 ,4-tetrahydroquinolinyl) carboximidamide; 
N- (3-biphenyl) - 1 - ( 1 ,2 ,3 ,4-tetrahydroquinolinyl) carboximidamide ; 
N-( 1 -naphthyl) - 1-( 1,2,3 ,4-tetrahydroquinolinyl) carboximidamide; 
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N-(2-ethylphenyl)- 1-( 1 ,2,3,4-tetxahydroquinolinyl)carboxiiiudanxide; 

N-(3-ethylphenyl)- 1 -( 1 ,2 ,3 ,4-tetrahydroquinolinyl)carboximidamide; 

N-(2,5-dimethylphenyl)- 1-( 1 ,2,3,4-te1xahydroquinolinyl)carboximidainide; 

N-(2-chloro-5-e1liylphenyl)- l-(7-trifluoromethyl)-(l ,2,3,4- 
5 tetrahydroquinolinyl) carboximidamide ; 

N-(2,5-dibromophenyl)- 1-(1 ,2,3,4-tetrahydroquinolinyl)carboximidainide; 

N-(2,5-dichlorophenyl)- 1 -( 1 ,2,3 ,4-tetrahydroquinolinyl) carboximidamide; 

N-(3-methylthiophenyl)- 1 -( 1 ,2 ,3 ,4-tetrahydroquinolinyl)carboximidamide; 

N-(2,3-dichlorophenyl)-l-(l,2,3,4-tetra^ 
10 N-(2,3-difluorophenyl)-l-(l, 2,3,4-^^ 

N-( 1-naphthyl)- l-(6-methyl- 1 ,2,3,4-tetxahydroquinoline)carboximidamide; 

N-( 1 -naphthyl)-4-(2,3-dihydro[ 1 ,4]benzothiazinyl) carboximidamide; 

N-( l-naphthyl)-4-(2,3-dihydro[ 1 ,4]benzoxa2anyl)carboximidamide; 

N-(2,5-dibromophenyl)- l-[7-[trifluoromethyl)- 1,2,3,4- 
1 5 tetrahydroquinolinejcarboximidamide ; 

N-( 1-naphthyl)- l-(2-methyl- 1 ,2,3,4-tetrahydroquinolin- 1- 

yl) carboximidamide ; 

N-(3-methyltWophenyl)- 1 -( 1 ,2,3 ^ 

N- (2 ,3-dichlorophenyl) - 1 - ( 1 ,2 ,3 ,4- tetrahydroquinolinyl) carboximidamide ; 
20 N-(2,3-difluorophenyl)-l-(l,2,3,4-tefr 

N-[2-chloro-5-(trifluoromethyl)phenyl]- 1 - (7- (txifluoromethyl) - 1 ,2,3,4- 
tetrahy droquinolinyl) carboximidamide ; 

N-(2-fluorophenyl)-l-(l,2,3,4-tetrahydroquinolinyl)carboximid 
N- (3 ,4-difluorophenyl) - 1 - ( 1 , 2 , 3 ,4 -tetrahydroquinolinyl) carboximidamide ; 
25 N-(2,4,5-1ricWorophenyl)-l-(7-(trifluoromethyl)-l,2,3,4- 
tetrahydroquinolinyl)carboximidamide; 

N- (3 ,4-dichlorophenyl)- 1 - ( 1 ,2 ,3 ,4-tetxahydroquinolinyl)carboximidamide ; 
N-(2-trffluoromethoxyphenyl)- l-( 1 ,2,3,4- 
tetrahydro quinolinyl) carboximidamide ; 
30 N-(2-chlorophenyl)- 1-( 1 ,2,3,4-tetrahydroquinoUnyl)carboximidamide; 
N-(2,5-dibromophenyl)-4-(2,3-dihydro-6-trifluoromethyl-[ 1 ,4]- 
benzothiazinyl) carboximidamide ; 

N- (2 , 5-dibromophenyl) -4- (2 ,3-dihydro-4-oxo-6-trifluoromethyl- [1,4]- 
benzothiazinyl) -carboximidamide ; 
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N-(2-chloro-5-thiomethylphenyl)- 1 -(7-trifluoromethyl- 1 ,2 ,3,4- 
tetrahydroquinolinyl) carboximidamide ; 

N- (2-chloro-5-methylthiophenyl) - 1 -(6-txifluoromethyl- 1 ,2,3,4- 
tetxahydroquinolinyl) carboximidamide ; 
5 N-(2-chloro~5-sulfinylmethylphenyl)- 1- (6-txifluoromethyl- 1 ,2,3,4- 
tetrahy droquinolinyl) carboximidamide ; 

N-(2-chloro-5-sulfonylmethylphenyl)- 1- (6-txifluoromethyl- 1,2,3,4- 

te trahydroquinolinyl) carboximidamide ; 

N-(2,5-dibromophenyl)- l-[6-(trifluoromethyl)- 1 ,2,3,4- 
10 tetrahydroquinolinyl]carboximidamide; 

N-(2,5-dimethylphenyl)- 1-(1 ,2,3,4-tetrahydroquinolinyl)carboximidamide; 

N- (2 , 5- dibromophenyl) - 1 - ( 1 , 2 , 3 ,4 - tetrahydroquinolinyl) carboximidamide ; 

N- (2 , 5-dichlorophenyl) - 1 - ( 1 ,2 , 3 , 4-tetrahydr oquinolinyl) carboximidamide ; 

N- (3 , 5-dichlorophenyl) - 1 - ( 1 ,2 , 3 ,4- tetrahydroquinolinyl) carboximidamide ; 
15 N- (2-chloro-5-thiomethylphenyl)- 1 -( 1 ,2 ,3 ,4- 

tetxahydroquinoline)carboxirtiidamide; 

N-(2-methylthiophenyl)- 1-( 1 ,2,3,4-tetrahydroquinolinyl)carboximidaimde; 
N-(2-ethoxyphenyl)- 1 -( 1 ,2,3,4-te1xahydroquinolinyl)carboximidainide; 
N-(2-fluoro-5~trifluoromethylphenyl)-4-(6-chloro-[l ,4] -benzothiazinyl) - 
20 carboximidamide ; 

N-(2-biphenyl)- 1-(1 ,2,3,4-tetrahydroquinolinyl)carboximidamide; 
N-(2,5-dibromophenyl)-4-(2,3-dihydro- l-dioxo-6-txifluoromethyl)-([ 1 ,4]- 
bezothiazinyl) carboximidamide ; 

N-(2-elJiylphenyl)-l-(l,2,3,4-tetrahydroquinolinyl)carboximidamide; 
25 N-(8-quinolinyl)- l-( 1 ,2 ,3 ,4-tetrahydroquinolinyl)carboximidamide; 
N-(2-methylsulfonylphenyl)- l-( 1 ,2,3 ,4- 
tetrahydroquinolinyl)carboximidamide; 

N-(2,5-dibromophenyl)-4-(6-chloro-[ 1 ,4] -benzothiazinyl) carboximidamide; 
N-phenyl-l-( 1 ,2,3,4-tetrahydroquinolinyl)carboximidainide; 
30 N-(2-cWoro-5-me1±iyl1inophenyl)-l-(7-trifluoromethyl- 1 ,2,3,4- 
tetrahydroquinolinyl) - carboximidamide ; 
N-(3-trifluoromethoxyphenyl) - 1-( 1 ,2,3,4- 
tetrahydroquinolinyl) carboximidamide ; 



WO 99/02145 



PCT/US98/13640 



- 73 - 

N- (2 -Irifluoromethoxyphenyl) -N-methyl- 1-(1, 2,3,4- 
tetrahydroquinolinyl) carboximidamide ; 
N-(2,3-difluorophenyl)-N-methyH-(l, 2,3,4- 
tetrahydroquinolinyl) carboximidamide ; 
5 N- (2 -trifluoromethoxyphenyl) - 1 -(6-trifluoromethyl- 1 ,2 ,3 ,4- 
tetxahydroquinoUnyl)-carboximidamide; 
N-( l-naphthyl)-4-(6-chloro-2,3-dihydro-[ 1 ,4]- 
benzothiazinyl) carboximidamide ; 
N-(5-acenaphthyl)-4-(2,3-dihyd 
10 N- (2 , 3-diflu orophenyl) -N-methyl-4- (2,3-dihydro- [ 1 ,4]- 
benzothiazinyl) carboximidamide ; 

N-( 1 -naphthyl)-4-(6-trifluoromethyl-2 ,3-dihydro-[ 1 ,4]- 
benzothiazinyl) carboximidamide ; 

N- ( 5 ,6 , 7 ,8-tetrahydro- 1 -naphthyl) -4- (2 , 3- dihydro- [ 1 ,4]- 
1 5 benzothiazinyl) carboximidamide ; 

N-(3-biphenyl)-4-(2,3-dihydro-[ 1 >4]-benzothia2inyl)carboximidamide; 

N-(2-naphthyl)-4-(2,3-dihydro-[l ,4]-benzothiazinyl)carboximidamide; 

N-(3 ,5-dichlorophenyl)-4-(2,3-dihydro-[ 1 ,4] -benzothiazinyl) carboximidamide; 

N-(2,3-difluorophenyl)-4-(2,3-dihydro-[l,4]-benzotWazinyl)carboximidamide^ 
20 N-(l-naphlJiyl)-4-(2,3-dihydro-6-trifluoromethylbenzo[l ,4]- 1-oxo- 

thiazinyl) carboximidamide ; 

N-(2,5-dibromophenyl)- l-(7-trifluoromethyl)-( 1,2,3,4-tetrahydroquinolinyl) 
carboximidamide; and pharmaceutically acceptable salts thereof. 

Particularly preferred compounds of Formula XVI include the 
25 following structure and pharmaceutically acceptable salts thereof: 




Br CF 3 
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Specifically preferred compounds of Formula XVII include the 
following: 

N-( 1-naphthyl)- l-( 1 ,23>4-tetrahydroisoquinolinyl)carboxiniidamide; 
N-( 1-naphthyl)- l-(7-trifluoromethyl)-( 1 ,2,3,4- 
5 tetrahydroisoquinolinyl) carboximidamide ; 
N-(l-naphthyl)- l-(7-methyl)-( 1 ,2,3,4- 
tetrahydroisoquinoliny 1) carboximidamide ; 
N- (2 , 5-dibromophenyl) - 1 - (7- trifluoromethyl) -( 1,2,3,4- 
tetrahy droisoquinolinyl) carboximidamide ; 
10 N-(l-naphthyl)-l-(2-trifluoromethyl)-(l,2,3,4- 
tetrahy droisoquinolinyl) carboximidamide ; 

N- (4-benzyloxyphenyl) - 1 - ( 1 ,2 , 3 ,4-tetrahy droisoquinolinyl) carboximidainide ; 

N- (4-methoxynaphthyl) - 1 - ( 1 , 2 , 3 , 4- tetrahydroisoquinolinyl) carboximidamide ; 

N- (3 ,4-dichlorophenyl) - 1 - ( 1 ,2 ,3 ,4-tetrahydroisoquinolinyl) carboximidamide ; 
1 5 N-(S-acenaphthyl)- l-(5-methoxy)-( 1 ,2,3,4- 

tetrahydroisoquinolinyl) carboximidamide ; 

N-(S-acenaphthyl)- l-(5-bromo)-( 1 ,2,3,4- 

tetrahydroisoquinolinyl) carboximidamide ; 

N-(l-naphthyl)-l-(7-ethyl)-(l,2,3,4- 
20 tetJ-ahydroisoquinolinyl)carboximidamide ; 

N-(4-sec-butylphenyl)- 1-( 1,2, 3, 4- tetrahydroisoquinolinyl) carboximidamide; 

N-(2,3-dichlorophenyl)-l-(l,2,3,4-tetxah^ 

N-(2,3-dimethylphenyl)- l-( 1 ,2,3,4-tetrahydroisoquinolinyl)carboximidamide; 

N-(5,6,7,8-tetrahydro- 1-naphthyl)- 1-( 1 ,2,3,4- 
2 5 tetrahydroisoquinolinyl) carboximidamide ; 

N-(2-biphenyl)- 1-( 1 ,2,3,4-tetrahydroisoquinolinyl)carboxiinidarmde; 

N-(3-biphenyl)- 1 -( 1 ,2,3,4-tetrahydroisoquinolinyl)carboximidamide; 

N-( 1 -naphthyl)- 1 -( 1 ,2,3 ,4-tetrahydroisoquinolinyl) carboximidamide; 

N-(2-ethylphenyl)- 1-(1 ,2,3,4-tetrahydroisoquinolinyl)carboximidamide; 
30 N-(3-ethylphenyl)- 1 - ( 1 ,2 ,3 ,4-tetrahydroisoquinoIinyl)carboxiiiiidamide ; 

N- (2,5-dimethylphenyl) - 1 -( 1 ,2 ,3 ,4-tetrahydroisoquinolinyl)carboximidamide ; 

N-(2-chloro-5-ethylphenyl)- l-(7-trifluoromethyl)-( 1 ,2,3,4- 

tetrahydroisoquinolinyl) carboximidamide ; 

N-(2, 5-dibromophenyl)- 1-( 1 ,2,3,4-tetrahydroisoquinolinyl)carboximidamide; 
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N-(2 , 5-dicWorophenyl) - 1 - ( 1 ,2 ,3 ,4^ 

N-(3-methylthiophenyl)- 1 - ( 1 ,2,3 ,4-tetxahydroisoquinolinyl)carboximidamide; 
N- (2 , 3 - dichlor ophenyl) - 1 - ( 1 , 2 , 3 , 4- tetrahy droiso quinolinyl) carboximidamide ; 
N-(2,3-difluorophenyl)- 1-( 1 ,2,3,4-tetrahydroisoquinolinyl)carboxiinidaiiiide; 
5 and pharmaceuticaUy acceptable salts of said compounds. 

Specifically preferred compounds of Formula XVIII include the 
following: 

N-(3-biphenyl)- 1 -(benz[cd]indolinyl)carboximidamide; 

N-( 1 -naphthyl)- 1 - (benz[cd]indolinyl)carboximidamide; 
10 N-(2-methylphenyl)- 1 -(benz[cd]indolinyl)carboximidamide; 

N- (2 ,3-dimethylphenyl) - 1 - (benz[cd]indolinyl) carboximidamide ; 

N-(2,5-dimethylphenyl)-l-(benz[cd]indolinyl)carboxiimd€unide; 

N- (4-benzyloxyphenyl) - 1 - (benz(cd]indolinyl)carboximidamide ; 

N- (4-methoxynaphthyl) - 1 - (benz [cd] indolinyl) carboximidamide ; 
15 N- (3 ,4-dichlorophenyl) - 1 - (benz[cd] indolinyl) carboximidamide ; 

N-(S-acenaphthyl)- l-(5-methoxy)- l-(benz[cd]indolinyl)carboximidamide; 

N- (5-acenaphthyl) - 1 - (5-bromo) - (benz[cd]indolinyl)carboximidamide ; 

N-( 1-naphthyl)- l-(7-ethyl)-(benz[cd]indolinyl)carboximidamide; 

N-(4-sec-butylphenyl)- 1 -(benz[cd]indolinyl) carboximidamide; 
20 N-(2,3-dicWorophenyl)-l-(benz[cd]indolinyl)carboximidamide; 

N- (3 -methy lphenyl) - 1 - (benz[cd)indolinyl) carboximidamide ; 

N-(5,6,7,8-tetrahydro- 1-naphthyl)- l-(benz[cd]indolinyl)carboxiinidamide; 

N- (2 -biphenyl) - 1 - (benz [cd] indolinyl) carboximidamide ; 

N-( 1-naphthyl)- 1 -(7-txifiuoromethyl)-(benz[cd]indolinyl)carboxiinidamide; 
25 N-(3-ethylphenyl)- l-(beiiz[cd]indolinyl) carboximidamide; 

N- (2 , 5- dibromophenyl) - 1 - (benz[cd]indolinyl) carboximidamide ; 

N- (2 , 5-dichlorophenyl) - 1 - (benz[cd]indolinyl) carboximidamide ; 

N- (2-ethylphenyl) - ( 1 -benz [cdjindolinyl) carboximidamide ; 

N-(2-methoxyphenyl)-( 1 -beiiz[cd]indolinyl)carboximidamide; 
30 N-(2-biphenyl)-( l-beiiz[cd]indolinyl)carboximidamide; 

N-(2-chlorophenyl)-(l-benz[cd]indolinyl)carboximidamide; 

N-(2,4-dimetho3grphenyl)-(l-beiiz[cd]indolinyl)carboximidamide; 

N-(2,4-cUchlorophenyl)-(l-benz[cd]indolinyl)carboximidainide; 

N-(4-fluoro-2-melJiylphenyl)-(l-benz[cd]indolinyl)carboximidamide; 
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N-(2,3-dicWorophenyl)-(l-benz[cd]indolinyl)carboximidamide; 
N-(3-methylmercaptophenyl)-( 1 -benz[cd]indolinyl)carboximidamide; 
N- (3-bromophenyl) - ( 1 -benz[cd]indolinyl) carboximidamide ; 
N- (3-methylcarboxylphenyl) - ( 1 -benz[cd]indolinyl) carboximidamide ; 
5 and pharmaceutical^ acceptable salts of said compounds. 

N-(2-methylphenyl)- 1 -(benz[cd]indolinyl)carboximidamide and 
pharmaceutically acceptable salts thereof are particularly preferred 
compound of Formula XVIII. 

Specifically preferred compounds of Formula XIX include the 
10 following: 

N-( 1-naphthyl)- l-(5,6-dihydrophenanthridinyl)carboxiinidamide; 
N- (4 -benzyloxyphenyl) - 1 - ( 5 , 6 -dihydr ophenanthridinyl) carboximidamide ; 
N- (4-methoxynaphthyl) - 1 - (5 ,6-dihydrophenanthridinyl) carboximidamide ; 
N- (3 ,4-dichlorophenyl) - 1 - (5 , 6 - dihy drophenanthridinyl) carboximidamide ; 
15 N-(5-acenaphthyl)-l-(5-methoxy)-l-(5,6- 
dihydrophenanthridinyl)carboximidamide ; 
N- ( 5-acenaphthyl) - 1 - (5-bromo) -( 5 ,6- 
dihydrophenanthridinyl) carboximidamide ; 

N- ( 1 -naphthyl) - 1 - (7 -ethyl) - (5 ,6-dihydrophenanthridinyl) carboximidamide ; 
20 N-(4-sec-butylphenyl)- 1 -(5,6-dihydrophenanthridinyl)carboximidamide; 

N- (2 , 3-dichlorophenyl) - 1 - (5 , 6 - dihy drophenanthridinyl) carb oximidamid e ; 

N- (2 ,3-dimethylphenyl) - 1 - (5 ,6- dihydrophenanthridinyl) carboximidamide ; 

N-(5,6,7,8-tetrahydro- 1-naphthyl)- l-(5,6- 

dihydrophenanthridinyl) carboximidamide ; 
25 N-(2-biphenyl)- l-(5,6-dihydrophenan1±iridinyl)carboximidainide; 

N- (3 -biphenyl) - 1 - ( 5 , 6-dihy drophenanthridinyl) carboximidainide ; 

N- ( 1 -naphthyl) - 1 - (5 , 6 - dihydrophenanthridinyl) carboximidamide ; 

N-(l-naphthyl)- l-(7-trifluoromethyl)-(5,6- 

dihy drophenanthridinyl) carb oximidamide ; 
30 N- (2-methylphenyl) - 1 - (5 ,6-dihydrophenanthridinyl) carboximidamide ; 

N- (3-ethylphenyl) - 1 - (5 , 6 - dihydrophenanthridinyl) carboximidamide ; 

N-(2,5-dimethylphenyl)- 1 -(5,6-dihydrophenanthridinyl)carboximidamide; 

N-(2-ethylphenyl)-l-(5,6-dihydrophenanth^ 
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N-(2,5-dibromophenyl)-2,3,4,5-tetrahydro-( 1 ,5]-benzothiazepin-5- 
yl) carboximidamide ; 

N- (2 , 5-dibromophenyl) - ( 1 -oxo-2 ,3,4, 5-tetrahydro- [ 1 , 5]-benzothiazepin- 5- 
yl]carboxiiiiidamide; and pharmaceutically acceptable salts of said 
5 compounds. 

Specifically preferred compounds of Formula XXI include the 
following: 

N-(4-methoxynaphthyl)-l-(2a,3,4,5-te^ 
carboximidamide ; 
10 N-(5-acenaphthyl)- 1 -(2a,3 ,4 ,5-tetrahydrobenz[cd]indolinyl)- 
carboximidamide ; 

N- (4 , 5 - dimethylnaphthyl) - 1 -(2a,3,4,5-tetrahydrobenz[cd]indolinyl)- 
carboximidamide ; 

N- (3 , 5-dichlorophenyl) - 1 - (2a,3 ,4 , 5-tetrahydrobenz[cd]indolinyl) - 
15 carboximidamide; and pharmaceutically acceptable salts thereof. 

Specifically preferred compounds of Formulae XXII and XXIII include 
the following: 

l-(5,6, 1 1, 12-tetrahydrodibenz[b,f]azocin)-carboximidamide; 
N-(4*-sec-butylphenyl)- 1-(5,6, 11,12- 
20 tetrahydrodibenz[b,f]azocin)carboximidamide; 
1 - (dibenz[b ,f] azepinyl) carboximidamide ; 

1-(10, 1 l-dihydro-[5H]-dibenz[b,f]azepinyl)carboximidamide; 
N-(l-naphthyl)-l-(dibenz[b,f]azepinyl)carboxiinidamide; 
N-(4-butoxyphenyl)- l-(dibenz[b,f] azepinyl) carboximidamide; and 
25 pharmaceutically acceptable salts thereof. 

Additional preferred compounds for use in combination with an 
aminoglycoside antibiotic include imine- substituted compounds of the 
following Formula XXIV: 
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XXIV 



wherein Z is sulfur, oxygen, carbon or^ nitrogen; 

m and n are each independently an integer from O to 4, and the sum 
5 of m and n is at least 2, preferably is 3, 4, 5 or 6, more preferably 3, 4 or 5; 

each X is independently substituted or unsubstituted alkyl preferably 
having from 1 to about 20 carbon atoms; substituted or unsubstituted 
alkylsilyl preferably having 1 to about 20 carbon atoms and 1 or more Si 
atoms; substituted or unsubstituted alkenyl preferably having from 2 to 
10 about 20 carbon atoms; substituted or unsubstituted alkynyl preferably 
having from 2 to about 20 carbon atoms; substituted or unsubstituted 
alkoxy preferably having from 1 to about 20 carbon atoms, including 
haloalkoxy; substituted or unsubstituted alkylthio preferably having from 1 
to about 20 carbon atoms ;%ulbstituted or unsubstituted alkylamind 
15 preferably having from 1 to about 20 carbon atoms; substituted or 

unsubstituted alkylsulfinyl preferably having 1 to about 20 carbon atoms; 
substituted or unsubstituted alkylsulfonyl preferably having 1 to about 20 
carbon atoms; substituted or unsubstituted carbocyclic aryl preferably 
having at least about 6 ring carbon atoms; substituted or unsubstituted 
20 aralkyl preferably having from 7 to about 18 carbons; or a substituted or 
unsubstituted heteroaromatic or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and from 1 to 3 hetero atoms; 

p is an integer equal to 0 (where the ring is substituted only by the 
depicted-C^NHJNHa substituent) to 14, more typically from 0 to about 4; 
25 and pharmaceutically acceptable salts thereof. 

In Formula XXIV, substituted or unsubstituted methylene (-CH2-) is a 
generally preferred Z ring member. Generally preferred X groups include 
substituted and unsubstituted alkyl, substituted and unsubstituted 
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alkylsilyl, substituted and unsubstituted alkenyl, substituted and 
unsubstituted alkynyl, substituted and unsubstituted alkylthio ," substituted 
and unsubstituted alkylamino, substituted and unsubstituted alkylsulfinyl, 
substituted and unsubstituted alkylsulfonyl, substituted and unsubstituted 
5 aralkyl, substituted and unsubstituted carbocyclic aryl, and substituted and 
unsubstituted heteroaromatic or heteroalicyclic groups. 

In Formula XXIV, particularly preferred X groups included 
substituted and unsubstituted alkyl and substituted and unsubstituted 
carbocyclic aryl, particularly substituted and unsubstituted naphthyl or 

10 phenyl such as naphthyl or phenyl substituted by alkyl or haloalkyl having 
1 to about 6 carbons, halogen, alkylthio, particularly alkylthio having 1 to 
about 6 carbon atoms such as methylthio and ethylthio, and alkylsilyl 
preferably having 1 to about 15 carbon atoms. 

It is understood that the imine-substituted ring nitrogen shown in 

15 the above Formula XXIV generally would not be substituted by an X group. 
It is further understood that the ring methylene (CH2) groups (which include 
Z where Z is carbon) of the above Formula XXIV will include only a single 
hydrogen if the methylene unit is mono-substituted by an X group, i.e. the 
methylene unit will be (CHX), or the methylene unit will contain no 

20 hydrogens if di-substituted by X groups, i.e. the methylene unit will be 

(CXX). It is also understood the range of p values will depend in part on the 
sum of m and n as well as the valence of the Z ring substituent. Thus, for 
example, if the sum of m and n is 4 and without limitation on the Z ring 
member, p will be an integer of from 0 to 10, but if Z is specified to be 

25 oxygen, then p will be an integer of from 0 to 8, or if Z is nitrogen then p will 
be an integer of from 0 to 10. 

Generally preferred compounds of Formula XXIV include six-member 
ring compounds (i.e. where the sum of m and n above is four), particularly 
compounds of the following Formula XXIVa: 
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H 2 N' 




PQp' 



XXIVa 



wherein for Formula XXIVa, Z and X are each the same as defined; 
above for Formula XXIV; p' is an integer of from 0 (where the ring is 
substituted only by the -C(=NH)NH2 substituent) to 10, more typically from 
0 to about 4; and pharmaceutical^ acceptable salts thereof. 

Particularly preferred compounds of Formula XXIV are substituted 
piperidines of the following Formula XXIVb: 



wherein X is the same as defined above for Formula XXIV; p" is an 
integer of from 0 (where the ring is substituted only by the depicted imine) 
to 10, more typically from 0 to about 4; and pharmaceutical^ acceptable 
salts thereof. 

Preferred compounds of the invention have at least two ring 
substituents (p>2 in Formula XXIV), particularly 2,6-substituted 
compounds of Formula XXIVa, such as the following substituted piperidine 
compounds of Formula XXTVc: 




XXIVb 




XXIVc 
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wherein W and Y are each independently substituted or 
unsubstituted alkyl preferably having from 1 to about 20 carbon atoms; 
substituted or unsubstituted alkylsilyl preferably having 1 to about 20 
carbon atoms and 1 or more Si atoms; substituted or unsubstituted alkenyl 
5 preferably having from 2 to about 20 carbon atoms; substituted or 

unsubstituted alkynyl preferably having from 2 to about 20 carbon atoms; 
substituted or unsubstituted alkoxy preferably having from 1 to about 20 
carbon atoms, including haloalkoxy; substituted or unsubstituted alkylthio 
preferably having from 1 to about 20 carbon atoms; substituted or 

10 unsubstituted aminoalkyl preferably having from 1 to about 20 carbon 
atoms; substituted or unsubstituted alkylsulfinyl preferably having 1 to 
about 20 carbon atoms; substituted or unsubstituted alkylsulfonyl 
preferably having 1 to about 20 carbon atoms; substituted or unsubstituted 
carbocyclic aryl preferably having at least about 6 ring carbon atoms; 

15 substituted or unsubstituted aralkyl preferably having from 7 to about 18 
carbon atoms; or a substituted or unsubstituted heteroaromatic or 
heteroalicyclic group having from 1 to 3 rings, 3 to 8 ring members in each 
ring and from 1 to 3 hetero atoms; and pharmaceutically acceptable salts 
thereof. 

20 In Formula XXTVc, generally preferred W and Y groups include 

substituted and unsubstituted alkyl, substituted and unsubstituted 
alkylsilyl, substituted and unsubstituted alkenyl, substituted and 
unsubstituted alkynyl, substituted and unsubstituted alkylthio, substituted 
and unsubstituted alkylaiiiinp, substituted and unsubstituted alkylsulfinyl, 
25 substituted and unsubstituted alkylsulfonyl, substituted and unsubstituted 
aralkyl, substituted and unsubstituted carbocyclic aryl, and substituted and 
unsubstituted heteroaromatic or heteroalicyclic groups. 

In Formula XXTVc, particularly preferred W and Y groups included 
substituted and unsubstituted alkyl and substituted and unsubstituted 
30 carbocyclic aryl, particularly substituted and unsubstituted naphthyl or 

phenyl such as naphthyl or phenyl substituted by alkyl or haloalkyl having 
1 to about 6 carbons, halogen, alkylthio, particularly alkylthio having 1 to 
about 6 carbon atoms such as methylthio, and alkylsilyl preferably having 1 
to about 15 carbon atoms. 
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Further preferred for use in combination with an aminoglycoside 
antibiotic are imine-substituted compounds that are substituted by a group 
other than hydrogen on the imine or adjacent non-cyclic nitrogen. Preferred 
are compounds of the following Formula XXV: 

5 




XXV 



wherein in Formula XXV, Z, X, p, m and n are the same as defined 
above for Formula I; R, R 1 and R 2 are each independently hydrogen; 
hydroxy; substituted or unsubstituted alkanoyl having from 1 to about 20 
10 carbon atoms; substituted or unsubstituted alkanoyloxy having from 1 to 
about 20 carbon atoms; substituted or unsubstituted alkyl preferably 
having from 1 to about 20 carbon atoms; substituted or unsubstituted 
alkenyl preferably having from 2 to about 20 carbon atoms; substituted or 
unsubstituted alkynyl preferably having from 2 to about 20 carbon atoms; 
15 substituted or unsubstituted alkoxy preferably having from 1 to about 20 

carbon atoms; substituted or unsubstituted alkylthio preferably having from 
1 to about 20 carbon atoms; substituted or unsubstituted alkylammo.; 
preferably having from 1 to about 20 carbon atoms; substituted or 
unsubstituted alkylsulfinyl preferably having 1 to about 20 carbon atoms; 
20 substituted or unsubstituted alkylsulfonyl preferably having 1 to about 20 
carbon atoms; substituted or unsubstituted carbocyclic aryl having at least 
about 6 ring carbon atoms; or a substituted or unsubstituted 
heteroaromatic or heteroalicyclic group having from 1 to 3 rings, 3 to 8 ring 
members in each ring and from 1 to 3 hetero atoms, with at least one of R, 
25 R 1 and R 2 being other than hydrogen; and pharmaceutically acceptable salts 
thereof. 
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10 



15 



Preferred compounds of Formula XXV include six-member ring 
compounds (sum of m and n above is four), particularly compounds of the 
following Formula XXVa: 



wherein in Formula XXVa, Z and X are each the same as defined 
above for Formula I; p is an integer of from 0 to 10, more typically 0 to about 
4; R, R 1 and R 2 are each the same as defined above for Formula XXV; and 
pharmaceutically acceptable salts thereof. Substituted^iperidtoe 
compounds are generally preferred, i.e. where Z is carbon. 

Also preferred are compounds of Formula XXV that have at least two 
ring substituents (p>2 in Formula XXV), particularly 2,6-substituted 
compounds of Formula XXVa, such as the following piperidine compounds 
of Formula XXVb: 



wherein W and Y are the same as defined above for Formula XXTVc; 
R, R 1 and R 2 are each the same as defined above for Formula XXV; and 
pharmaceutically acceptable salts thereof. 

Generally preferred X, W and Y groups of compounds of Formula 
XXV, XXVa and XXVb include substituted and unsubstituted alkyl, 
substituted and unsubstituted alkylsilyl, substituted and unsubstituted 
alkenyl, substituted and unsubstituted alkynyl, substituted and 
unsubstituted alkylthio, substituted and unsubstituted alkylainino, 




XXVa 




XXVb 
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substituted and unsubstituted alkylsulfinyl, substituted and unsubstituted 
alkylsulfonyl, substituted and unsubstituted aralkyl, substituted and 
unsubstituted carbocyclic aryl, and substituted and unsubstituted 
heteroaromatic or heteroalicyclic groups. 

Particularly preferred X, W and Y groups of compounds of Formula 
XXV, XXVa and XXVb include substituted and unsubstituted alkyl and 
substituted and unsubstituted carbocyclic aryl, particularly substituted or 
unsubstituted naphthyl or phenyl such as naphthyl or phenyl substituted 
by alkyl or haloalkyl having 1 to about 6 carbons, halogen, alkylthio, 
particularly alkylthio having 1 to about 6 carbon atoms such as methylthio 
or ethylthio, and alkylsilyl preferably having 1 to about 15 carbon atoms. 

Preferred R and R 1 groups of compounds of Formulae XXV, XXVa and 
XXVb include substituted and unsubstituted carbocyclic aryl and 
heteroaromatic and heteroalicyclic groups. Particularly preferred R and R 1 
groups are substituted and unsubstituted naphthyl and phenyl groups, 
such as naphthyl or phenyl substituted at one or more ring positions by 
alkyl or haloalkyl having 1 to about 6 carbons, halogen, alkylthio, 
particularly alkylthio having 1 to about 6 carbon atoms such as methylthio. 

Other preferred R and R 1 groups include hydroxy, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio , alkylaimfrp , alkylsulfinyl, alkylsulfonyl, substituted or 
unsubstituted alkanoyl and substituted or unsubstituted alkanoyloxy. 

Generally preferred are compounds of Formulae XXV, XXVa and XXVb are 

those where at least of one of R and R 1 is other than hydrogen, and R 2 is 

hydrogen. 

As with compounds of Formula XXTV, it is understood with respect to 
the compounds of Formula XXV that the depicted imine-substituted ring 
nitrogen would not be substituted by an X group. It is further understood 
that the ring methylene groups (CH2) of the above Formula XXV will include 
only a single hydrogen if the methylene unit is mono-substituted by an X 
group, i.e. the methylene unit will be (CHX), or the methylene unit will 
contain no hydrogens if di-substituted by X groups, i.e. the methylene unit 
will be (CXX). It is also understood the range of p values will depend in part 
on the sum of m and n as well as the valence of the Z ring substituent. 
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Specifically preferred compounds of Formulae XXIV and XXV include 
the following: 

N-carboxiniidamide-r-2, c-6-di(4-methylphenyl)piperidine ; 
N-carboximidainide-r-2, c-6-di(4-isopropylphenyl)piperidine; 
5 N - car b oximidamid e -r- 2 , t-6-di(4-metJiylphenyl)piperidine; 
N-carboximidamide-r-2, c-6-diphenylpyrrolidine; 
N-(N'-phenyl)carboximidamide-r-2 , c-6-diphenylpiperidine; 
and pharmaceutically acceptable salts thereof. See General of Organic 
Chemistry, 56:4833-4840 (1991) for discussion of the nomenclature of these 
10 preferred compounds. The structural formulae of these preferred 
compounds are also shown in the examples, which follow. 

With respect to the above compounds 2), in addition to the above- 
discussed suitable and preferred substituent groups, it is further noted that 
suitable halogen groups of compounds for use in the present methods 
15 include F, CI, Br and I; preferred alkyl groups include those having 1 to 

about 12 carbon atoms, more preferably 1 to about 10 carbon atoms such 
as methyl, ethyl, n-propyl, iso-propyl, n-butyl, t-butyl, iso-butyl, sec-butyl, 
pentyl, hexyl, heptyl, etc.; and preferred alkenyl and alkynyl groups include 
those groups having one or more unsaturated linkages, preferably one or 
20 two unsaturated linkages and from 2 to about 12 carbon atoms, more 

preferably 2 to about 8 carbon atoms. Each of the terms alkyl, alkenyl and 
alkynyl as used herein may refer to both cyclic and noncyclic groups, unless 
otherwise specified. Preferred alkoxy groups of compounds for use in the 
present methods include groups having one or more oxygen linkages and 
25 from 1 to about 12 carbon atoms, more preferably 1 to about 8 carbon 

atoms, still more preferably 1 to about 6 carbons. Straight and branched 
chain butoxy, pentoxy, and hexoxy may be particularly preferred for some 
compounds. Methoxy, ethoxy and propoxy also may be preferred. Preferred 
aryloxy groups of compounds for use in the present methods have 6 to 
30 about 20 carbon atoms or from 6 to about 12 carbon atoms and include an 
oxygen atom. Substituted or unsubstituted phenoxy and naphthoxy are 
preferred aryloxy groups. Preferred ar alkoxy groups of compounds for use 
in methods of the invention from 6 to about 20 carbon atoms and include an 
alkoxy group as specified above that contains one or more aryl substituents, 
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particularly one or more carbocyclic aryl substituents. Typically an oxygen 
will be the terminal group of the substituent. Substituted or unsubstituted 
benzyloxy (i.e., C6H5CH2O-) are preferred aralkoxy groups. Preferred 
alkylthio groups of compounds for use in the present methods include 
5 groups having one or more thioether linkages and from 1 to about 12 carbon 
atoms, more preferably 1 to about 8 carbon atoms, still more preferably 1 to 
about 6 carbons. Preferred aminoalkyl groups of compounds for us^ i^M^ 
present methods include those groups having one or more primary, 
secondary and/ or tertiary amine groups/and from 1 to about 12 carbon 

10 atoms, more preferably 1 to about 8 carbon atoms, still more preferably ?1 to 
about 6 carbons. Secondary and tertiary amine groups are generally more 
preferred than primary amine moieties: Preferred alkylsulfinyl groups of 
compounds for use in the present methods have one or more sulfinyl (SO) 
groups, more typically one sulfinyl group, and from 1 to about 12 carbon 

15 atoms, more preferably 1 to about 6 carbons, and even more preferably 1-3 
carbon atoms. Preferred alkylsulfonyl groups of compounds for use in the 
present methods have one or more sulfono (SO2) groups, more typically one 
sulfono group, and from 1 to about 12 carbon atoms, more preferably 1 to 
about 6 carbons, and even more preferably 1-3 carbon atoms. Preferred 

20 alkenylene and alkynylene groups of compounds for use in the present 
methods have one or two carbon-carbon multiple bonds. Preferred 
heteroalkylene, heteroalkenylene and heteroalkynylene groups of 
compounds for use in the present methods contain 1 to abput>3 
heteroatoms consisting of N, O and/ or S atoms. In general, heteroatoms of 

25 substituent groups will be N, O or S. Suitable heteroaromatic and 

heteroalicyclic groups of compounds for use in methods of the invention 
contain one or more N, O or S atoms and include, e.g.,* qumplmyl i inclu#ng 
8-qumolinpf indolinyl including 5-indolinyl, furyl, thienyl, pyrrolyl; 
thiazolyl, pytidylf pyira bxazolyl and phth^ift^<^ groups 

30 all of which may be optionally independently substituted at one or more 
available positions and/ or fused to a benzene ring; and substituted or 
unsubstituted tetrahydrofur anyl , tetrahydropyranyl,vpiperi piperazinyl, 
morpholilip, pyrrolidinyl groups, pyrazinyl; coumarinyl, 

tetrahy droquinoliny 1 , tetrahydroisoquinolinyl; benzothiazolyl, benzotriazolyl, 



BNSDOCID:<WO ©902145A1 I > 



WO 99/02145 



PCT/US98/13640 



- 87 - 

and bezimidazdlyl; Preferred carbocyclic aryl groups include those having 
about 6 to about 20 carbons, more preferably about 1 to 3 separate or fused 
rings and from 6 to about 18 carbon atoms such as phenyl, naphthyl, 
acenaphthyl, phenanthryl, anthracyl and fluorene groups. Suitable aralkyl 
5 groups contain 1 to 3 separate of fused rings and from 6 to about 18 carbon 
atoms such as benzyl and methylenenaphthyl (-CH2-naphthyl) . 

Said substituted moieties or substituents of compounds for use in 
the present methods (e.g. groups designated as "substituted" rather than 
"unsubstituted" in the above formulae) may be substituted at one or more 
10 available positions by one or more suitable groups such as, e.g., halogen 
such as F, CI, Br, or I; cyanxj; hydroxyl; nitri>; azido; carboxy; carbocyclic 
aryl; alkyl groups including alkyl groups having from 1 to about 12 carbon 
atoms or from 1 to about 6 carbon atoms; alkenyl and alkynyl groups 
including groups having one or more unsaturated linkages and from 2 to 
15 about 12 carbon atoms or from 2 to about 6 carbon atoms; alkoxy groups 
such as those groups having one or more oxygen linkages and from 1 to 
about 12 carbon atoms or from 1 to about 6 carbon atoms; alkylthio groups 
such as those groups having one or more thioether linkages and from 1 to 
about 12 carbon atoms or from 1 to about 6 carbon atoms; aminoali#l 
20 groups such as groups having one or more N atoms and from 1 to about 12 
or 1 to about 6 carbon atoms; alkylsulfinyl such as those groups having one 
or more sulfinyl groups and from 1 to about 12 carbon atoms or from 1 to 
about 6 carbon atoms; alkylsulfonyl such as those groups having one or 
more sulfono groups and from 1 to about 12 carbon atoms or from 1 to 
25 about 6 carbon atoms. 

Specifically preferred substituted groups include carboxylic acyl 
groups, preferably having from 1 to about 12 or 1 to about 6 carbon atoms 
such as acetyl, propanoyl, iso-propanoyl, butanoyl, sec-butanoyl, pentanoyl 
and hexanoyl groups. Also preferred substituted moieties are alkaryl groups 
30 which include single and multiple ring compounds, including multiple ring 
compounds that contain separate and/ or fused aryl groups, e.g., above- 
mentioned aryl groups substituted by one or more Ci-Cio alkyl groups such 
as phenylmethyl, phenylethyl, phenylpropyl, phenylbutyl, phenylpentyl and 
phenylhexyl groups as well as the branched chain isomers thereof such as 
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tert-butylphenyl, sec-butylphenyl, etc. Haloalkyl and haloalkoxy are also 
preferred, particularly fluoroalkyl and fluoroalkoxy such as trifluoromethyl 
and triflu or o alkoxy . Aroyl groups are also preferred substituted groups 
such as carbonyl substituted by phenyl, naphthyl, acenaphthyl, 
5 phenanthryl, and anthracyl groups and carboxylic acyl groups substituted 
by one or more aiyl groups, e.g., diphenylacetoxy and fluorenecarboxy 
groups. Aralkanoyl groups are also preferred and include carbonyl 
substituted by the aralkyl groups described above. Ar alkoxy groups are also 
preferred substituted groups and include alkoxy groups substituted by 
10 phenyl, naphthyl, acenaphthyl, phenanthyl, and anthracyl groups. 

Preferred substituted aryl groups include the above described aryl groups 
substituted by halo, hydroxy, alkyl, alkenyl, alkynyl, alkoxy, tamino, 
aminoalkyl, thioalkyl and the like. 

Other compounds suitable for use in combination with an 
15 aminoglycoside antibiotic in accordance with the present invention include 
N-(5~acenaphthyl) -N'- ( 1,2,3 ,4-tetrahydrbquinplinyl) guanidine; N-(5- 
acenaphthyl) - N ' - { 1 ,2,3,4-te1xahydroquinolinyl)-N-methylguanidine; N-(5- 
acenaphthyl) -N'-(l,2,3 ,4 - tetrahydroquinolinyl) -N' -methylguanidine ; N- (5 - 
acenaphthyl)-N'-( 1 ,2 ,3 5 4-tetrahydroquinolinyl)-N,N'-dimethylguariidine; N- 
20 (3-acenaphthyl) -N' -(iiidblinyl) guanidine ; N- (3-acenaphthyl) -N'- (indolinyl)-N- 
methylguanidine; N-(3-acenapht±iyl)>N , -(indoHnyl)-N , -met±iylguanidine; N-(3- 
acenaphthylJ-N'-tindolinylJ-N^'-methylguanidine; N-(5-acenaphthyl)-N'- 
(piperonyl) guanidine ; N- (5- acenaphthyl) -N- - (piperonyl) -N-methylgu anidine ; 
N-tS-acenaphthylJ-N'-CpiperonylJ-N'-methylguanidine; N-(5-acenaphthyl)-N- 
25 (piperonylJ-N^^dimethylguanidine; N-(2-naphthyl)-N'-(2- 

adamantyl) guanidine; N- (2-naphthyl) -N ' - (2 - adamantyl) -N-methylgu anidine ; 
N-(2-naphthyl)-N , -(2«adamantyl)-N , -methylguanidine; N-(2-naphthyl)-N'-(2- 
adamantyl)-N,N'-chmethylgu anidine; N ,N' -bis- (5 -indanyl) - guanidine ; N,N'- 
bis(6-benz[cd]indolinyl-2[ lH]-one)guanidine; N-(3-sec-butylphenyl)-N-(4- 
30 tert-butylbenzyl)guanidine; N~(3-tert-butylphenyl)-N-(4-tert- 
butylbenzyl) guanidine ; N- (3-pentoxyphenyl) -N- (4-tert- 

butylbenzyl) guanidine; N-(5-acenaphthyl)-N-(4-ben^loxybenzyl)guanidine; 
N - (4- sec-butylphenyl) -N- (4-benzyloxybenzyl) gu anidine ; N- (4- 
benzyloxyphenyl)-N-(4-benzyloxyben^rl)guanidine; N-(5-acenaphthyl)-N-(3- 
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benzyloxybenzyl)guanidine; N-(4-isopropylphenyl)-N-(4-tert- 
butylbenzyl)guanidine; N-(4-beri2yloxyphenyl)-N-(4-tert- 
butylbenzyl) guanidine ; N- (4 -hexylphenyl) -N - (4 - tert-hexylbenzyl) gu anidine ; 
N-(4-sec-butylphenyl)-N-(4-t-buty^^ N-(4-sec- 
butylphenyl)-N-(4-t-butylbenzyl)-N^ N-(4-sec- 
butylphenyl) -N- (4- tert-butylben2yl) -N'-piperidinyiguanidine ; N- (4- sec- 
butylphenyl)-N-(4-tert-butylben2yl)-N'^^^^ N-(4-sec- 
butylphenyl)-N-(4-tert-butylbenzyl)-^ N-(4- 
butoxyphenyl) -N-(4 -tert-butylbenzyl) -N' - (4-piperidinyl) guanidine ; N- (4- seo 
butylphenyl)-N-(4-tert-butylben2yl)-N^ N-(4- 
ben2yloxyphenyl)-N-(4-tert-butylber^ N-(4- 
seobutylphenyl) -N-(4-tert-butylbenzyl)-N'-( 1,2,3 ,4- 

tetrahydroisoquinbliriyl) guanidine; N-(3-butoxy-4-methoxyphenyl)-N-(4-tert- 
butylbenzylj-N'-^-morphpUnyl) guanidine; N- (4 - sec-butylphenyl) -N- (4 - tert- 
butylben2yl)-NH3,5-dimetJiy^ N-(4-tert- 
butylphenyl)-N-(4-te^t-butylbenzyl)-N•-(4-sec-butylphenyl)-N , - 
(methyl) guanidine; N- (4-sec-butylphenyl)-N-(4-tert-butylbenzyl) -N'- (4- sec- 
butylphenyl)-N - (methyl) guanidine ; N- (4-sec-butylphenyl) -N- (4-tert- 
butylben^l)-N-(phenyl)guanidine; N- (4- sec-butylphenyl) - N- (4-tert- 
butylbenzyl)-N'-(4-chlorophenyl)guanidine; N-(4-butoxylphenyl)-N-(4-tert- 
butylbenzyl)-N'-(phenyl)guanidine; N-(4-sec-butylphenyl)-N-(4-tert~ 
butylbenzylJ-N'-fphenylJ-N'-methylguanidine; N-(4-sec-butylphenyl)-N-(4- 
tert-butylbenzylJ-N'-fS^-dichloropheny^guanidine; N-(4-hexylphenyl)-N-(4- 
tert-hexylbenzyl)-N'-phenylguanidine; N-(4-sec-butylphenyl)-N-(4-tert- 
butylbenzyl)-N , -(4-benzyloxyphenyl)guanidine; N,N'-bis-(4-tert-butylphenyl)- 
N,N'-dimethylguanidine; N-(4-ben2yloxyphenyl)-N-(4-tert- 
butylphenyl)guanidine; N,N , -bis-(3-(l , -methyl-2 , -phenyl)ethyl)guanidine; N- 
methyl^N-4-ben^loxyphenyl-N'-(4-tert-butylphenyl)guanidine; N,N'-bis-(4- 
hexylphenyl)guanidine; N-(3-( 1 >(4 , -ethoxy)benzyl)phenethyl)-N , -(4-tert- 
butylphenyl)guanidine; N- (4-benzyloxyphenyl) - N' -methyl-N- (4-tert- 
butylphenyl)guanidine; N-(3-(4-tert-butylben2yloxy)phenyl)-N , -(4-tert- 
butylphenyl)guanidine; N-(3-(l*-benzylbutyl)phenyl)-N , -(4-tert- 
butylphenyl)guanidine; N,N , -bis-(4-butylphenyl)-N-methylguanidine; N,N - 
bi s -(4-tert-butylphenyl)-N,N , -dimethylguanidine; N-(3-naphthaloxyphenyl)- 
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N'-(4-tertbutylphenyl)guanidine; N-(4-benzyloxyphenyl)-N'-(4- 
bu1ylphenyl)guanidine; N,N'-bis-(4-butylphenyl)-N-butylguanidine; N-3- 
(benzyloxymethylJphenyl-N'- (4- tert-butylphenyl) guanidine ; N-(3 ,4-bis- 
bu tyloxyphenyl) -N' - (4^tert-butylphenyl) guanidine ; N- (3 -benzyloxy) phenyl-N ' - 
5 (4-tert-butylphenyl) guanidine; N > N'-bis-(3-butoxy-4- 

methoxy)phenylguanidine; N-(4-benzylox3rphenyl)-N-methyl-N'-(4- 
butylphenyl)guanidine; N-(4-benzyloxyphenyl)-N , -methyl-N , -(4- 
butylphenyl)guanidine; N,N'-bis-(6-tetralinyl)guanidine; N-(6-tetralinyl)-N'- 
(4 -tert-butylphenyl) guanidine ; N- ( 5-acenaphthyl) -N'-(6- 

10 * ben^otMozolylJguanidine ; N-(5-acenaphthyl)-N'-(6-N- 

ben^lindolinyl) guanidine; N-(5-acenaphthyl)-N'-(4-benzo-2, 1 ,3- 
thiadizaolejguanidine ; N-(5-acenaphthyl)-N'-[4-(6-methyl- 
benzothiazpl^Jphenylguanidine ; N-(5-acenaphthyl)-N'-( 1- 
benz[cd]indolinyl) guanidine ; N-(5-acenaphthyl)-N'-(6-benz[cd]indo-2[ 1H]- 

15 one)guanidine; N-(4-butoxyphenyl)-N'-(4-cMorophenylethyl)guanidine; N-(4- 
benzyloxyphenyl) - N,N'-diphenylguanidine ; N- (4-benzyloxyphenyl) -N'-berayl- 
N'-phenylguanidine; N-(3-benzyloxyphenyl)-N'-(4- 

thiobenzylphenyl) guanidine; N,N*-bis(4-(phenylthio)phenyl)guanidine; N,N'- 
bis(3-(phenylthio)phenyl)guanidine; N-(5-acenaphthyl)-N'-(2- 

20 phenylethyl)guanidine; N-fS-acenaphthylJ-N'-CS-butoxjTpropylJguanidine; 
N,N , -bis(2 > 2-diphenylethyl)guanidine; N-(4-butoxyphenyl)-N'-(4- 
chlorophenylethyl) guanidine ; N-(4-butoxyphenyl)-N-(4- 
chlorobenzhydryl) guanidine; (5-acenaphthyl)-N'-(phenethyl)-N'- 
benzylguanidine; N-(4-ben2yloxyphenyl)-N , -(3-benzyloxyphenyl)-N-(4- 

25 chlor obenzyl) gu anidine ; N,N'-bis(4-benzyloxyphenyl)-N'-methylguanidine; N- 
(4-ben^loxyphenyl)-N'-(3-benzyloxypheny N- 
(3-ben^loxyphenyl)-N'-(4-ben2yloxyphenyl)-N r -phenylguanidine; N-(4-sec- 
butylphenyl)-N , -(4-isopropoxyphenyl)-N , -phenylguanidine; N-(4- 
benzyloxyphenyl)-N'-(4-ben2ylo>0T5henyl)-N , -phenylguanidine; N,N-bis(3- 

30 octyloxyphenyl) guanidine; N,N -bis(4-butoxyphenyl)guanidine; N,N'-bis(4- 
phenoxyphenyl) gu anidine ; N- (3-benzyloxyphenyl) -N' - (4- 
phenoxyphenyl) guanidine; N-(3-benzyloxyphenyl)-N'-(4- 
phenylazophenyl) guanidine; NjN'-bis^-benzyloxyphenylJ-N'- 
methylguanidine; N-(4-ben2yloxphenyl)-N , -(4-ben^lox3rphenyl)-N , - 
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methylguanidine; N-(4-butoxyphenyl)-N , -(4-isopropoxyphenyl)guanidine; N- 
N*-bis(4-( 1 -hydroxybutyl)phenyl)guanidine; N-(4-butoxyphenyl)-N'-(3- 
methoxyphenyl)-N'-phenylguanidtine; N-(4-secbutylphenyl)-N'-phenyl-N , -(4- 
(2 -isopropoxy)phenyl) guanidine; and N-(4-n-butoxyphenyl)-N'-(2-(4- 
5 chlorophenyl) ethyl) guanidine; and pharmaceutically acceptable salts of 
thereof. 

Compounds 2) for use in combination with an aminoglycoside 
antibiotic can be prepared in accordance with disclosed procedures. For 
preferred synthetic protocols, see the above-discussed U.S. Patent Nos. 
10 4,906,779; 5,011,834; 5,190,976; 5,262,568; 5,403,861; and International 
Applications PCT/US9 1/03594; PCT/US92/01050; PCT/US92/03354; 
PCT/US94/06008; PCT/US94/ 13245; PCT/US94/ 13541; 
PCT/US95/01536; and PCTUS97/02678 and corresponding U.S. 
application and U.S. application 08/694,906, which are each again 
15 incorporated herein by reference. See also U.S. Patent No. 5,298,657 to 
Durant et al., incorporated herein by reference. 

Thus, for example, guanidine compounds useful in methods of the 
invention can be readily prepared by the reaction of an amine, typically an 
amine salt such as an amine hydrochloride, with a preformed alkyi or aryl 
20 cyanamide (see S.R. Safer, et al., J. Org. Chem., 13:924 (1948)) or the 

corresponding N- substituted alkyi or aryl cyanamide. This is a particularly 
suitable method for producing NjN'-diaxyl-N'- alkyi in which the substituents 
are not identical. For a synthesis of asymmetrical guanidines, see G.J. 
Durant et al., J. Med. Chem. y 28:1414 (1985), and C.A. Maryanoff et al., J. 
25 Org. Chem., 51:1882 (1986). 

More particularly, substituted guanidines can be prepared suitably 
by reaction of an appropriate amine salt such as an amine hydrochloride 
with a slight molar excess (e.g., ca. 1.1 molar equivalent) of a substituted 
cyanamide in a suitable solvent such as toluene or chlorobenzene under an 
30 inert atmosphere such as argon or nitrogen. The reaction is then heated, 
e.g. from about 110 to 120°C for 2 to about 16 hours until reaction 
completion, e.g. as indicated by thin layer chromatography. The reaction 
solution is then cooled to room temperature, and suitably diluted with a 
solvent such as absolute alcohol. The solvent is then removed under 
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reduced pressure to provide the desired substituted guanidine. The crude 
product then can be purified e.g. by recrystallization and/or 
chromatography. The cyanamide and amine reagents with appropriate 
substituents are commercially available or can be readily prepared by 
known procedures. For example, the cyanamide starting material can be 
synthesized from the correspondingly substituted amine by treatment with 
cyanogen bromide (BrCN) in suitable solvent such as dry ethyl ether. The 
amine hydrochloride can be obtained by treatment of an appropriate amine 
with an excess of HC1. An alkylsulfinyl- substituted or alkylsulfonyl- 
substituted reagent that can provide correspondingly substituted 
guanidines as described above, can be provided by oxidation (e.g., H2O2) of 
alkylthio-substituted reagents. 

Compounds of Formula XV through XXIII can be prepared by reaction 
of a suitable precursor compound, e.g. indolinyl (or derivative thereof) 
compound, 1,2,3,4-tetrahydroquinolinyl (or derivative thereof) compound, 
1,2,3,4-tetrahydroisoquinolinyl compound, benz[cd]indolinyl compound, 
5,6-dihydrophenanthridinyl compound, 2,3,4,5-tetrahydro-[l,5]- 
benzothiazepine compounds (or derivative thereof, e.g. where X is other 
atom), 2a,3,4,5-tetrabenz[cd]indoline compound, 5,6,11,12- 
tetrahydrodiben[b,f]azocine compound, etc. (depending on whether a 
compound of Formulae XV through XXIII respectively, is being prepared) 
with a preformed alkyl or aryl cyanamide (see S.R. Safer, et al., J. Org. 
Chem., 13:924 (1948)) or the corresponding N-substituted alkyl or aryl 
cyanamide. Typically, a salt of the amine (e.g. an HC1 salt) is reacted with 
the cyanamide. 

More particularly, compounds Formulae XV through XXIII can be 
suitably prepared by reaction of an appropriate indolinyl (or derivative 
thereof) salt (to prepare compounds of Formula XV), 1,2,3,4- 
tetrahydroquinolinyl (or derivative thereof) salt (to prepare compounds of 
Formula XVI), 1,2,3,4-tetrahydroisoquinolinyl salt (to prepare compounds of 
Formula XVII), benz[cd] indolinyl salt (to prepare compounds of Formula 
XVIII), or 5,6-dihydrophenanthridinyl salt (to prepare compounds of 
Formula XIX) or other appropriate salt such as salts of above mentioned 
precursor compounds (to form compounds of Formulae XX-XXIII) with a 
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substituted cyanamide in a suitable solvent such as toluene, chlorobenzene 
or the like under an inert atmosphere such as argon or nitrogen as 
exemplified in the Scheme below. The reaction solution is then heated e.g. 
from about 1 10° to 120°C for 2 to about 16 hours until reaction completion, 
e.g. as indicated by thin layer chromatography. The reaction solution is 
then cooled to room temperature, and the solvent is then removed under 
reduced pressure to provide the desired compound of the invention. The 
crude product then can be purified by recrystallization and/ or column 
chromatography, e.g. by elution one or more times on silica gel (e.g., 60-200 
mesh, 50x w/w) with suitable solvents. 

The indolinyl (or derivative thereof), 1,2,3,4-tetrahydroquinoline (or 
derivative thereof), 1,2,3,4-tetrahydroisoquinoline, benz[cd]indolinyl or 5,6- 
dihydrophenanthridinyl or other precursor such as those mentioned above 
(for Formulae XX-XXIII) and cyanamide reagents with appropriate 
substituents are commercially available or can be readily prepared by 
known procedures. For example, the cyanamide starting material can be 
synthesized from the correspondingly substituted amine by treatment with 
cyanogen bromide (BrCN) in a suitable solvent such as dry ethyl ether or 
toluene at reduced temperatures (e.g. 0°C) or room temperature. As 
exemplified in the Scheme below, the amine to be reacted with cyanogen 
bromide is substituted with the R moiety as defined above for Formulae XV 
through XXIII (in the Scheme, that R moiety is exemplified as phenyl which 
may be ring- substituted by groups Ri and R2). Thus, various R groups of 
compounds of Formula XV through XIII can be provided by use of suitable 
substituted amines that are reacted with BrCN, such as e.g. substituted and 
unsubstituted anilines as shown in the Scheme, substituted and 
unsubstituted 1-naphthylamine, 2-naphthylamine, acenaphthylamine, etc. 
R 1 groups other than hydrogen of compounds of Formulae XV through XXIII 
can be readily provided by reaction of a substituted cyanamide with a 
suitable nucleophile such as a halide reagent (e.g., a substituted or 
unsubstituted alkyl or alkenyl iodide or bromide). Thus, as exemplified in 
the Scheme below, the aryl cyanamide is reacted with NaH in a solvent of 
tetrahydrofuran and reacted with the iodide reagent R*-I, such as 
substituted or unsubstituted methyl, ethyl, propyl, butyl, etc. iodide, an 
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alkenyl iodide, etc. Also, compounds of the invention having an R 1 group of 
methyl can be prepared by reaction of a mono- substituted amine (e.g., an 
aniline, naphthylamine or acenaphthylamine) with formic acid followed by 
treatment with lithium aluminum hydride to provide the corresponding 
5 methyl-substituted cyanamide (e.g., CeH5N(CH3)CN from unsubstituted 
aniline). Alkylsulfinyl- substituted or alkylsulfonyl-substituted reagents, 
that can provide correspondingly substituted compounds of the invention as 
described above, can be provided by oxidation (e.g., H2O2) of alkylthio- 
substituted reagents. 

10 While the following Scheme depicts preparation of compounds of 

Formula XV, the same procedures can be employed to prepare compounds 
of Formulae XVI through XXIII by use of a 1,2,3,4-tetrahydroquinolinyl (or 
derivative thereof) salt, 1,2,3,4-tetrahydroisoquinolinyl salt, 
benz[cd]indolinyl salt or 5,6-dihydrophenanthridinyl salt or other 

15 corresponding salt for compounds of Formulae XX through XXIII, 
respectively, in place of the indolinyl salt shown in the Scheme. 

SCHEME 



R 1 




Compounds of Formula XVI where R and R 1 are each hydrogen can 
20 be prepared by reaction of 1,2,3,4-tetrahydroquinoline compound with 

cyanamide. R 2 substituents can be provided by reaction of a substituted or 
unsubstituted quinoline compound with a Grignard reagent followed by 
hydrogenation to provide the substituted 1,2,3,4-tetrahydroquinoline 
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compound. Compounds of Formulae XV, XVI and XX where X is -S(O)- or - 
S(0)2- can be prepared by oxidation (e.g. with H2O2 and/or with sodium 
periodate) of the corresponding preformed compounds where the ring 
member X is -S-. 

The amine starting materials are commercially available and/ or can 
be readily prepared. For example, benz[cd]indoline and 5,6- 
dihydrophenanthridine reagents can be prepared treatment of a 
benz[cd]indo-2(lH)-one compound or 5 ,6-dihydrophenanthridinone 
compound with a base such as diborane in a suitable solvent such as 
tetrahydrofuran. Chiral compounds of the invention may be used as 
optically enriched or racemic mixtures. An optically enriched mixture 
contains substantially more (e.g. about 60%, 70%, 80% or 90% or more) of 
one enantiomer or diastereoisomer than the other stereoisomers. Optically 
enriched mixtures can be obtained by known procedures, e.g., column 
chromatography using an optically active binding material or formation of a 
salt using an optically active material, particularly an optically active acid. 
Particularly preferred optically enriched mixtures include sulfinyl- 
containing compound of the invention, e.g. compounds of Formulae XV, XVI 
or XX where X is -S(O)-, or compounds having an alkylsulfinyl or other 
sulfinyl substituent. Such optically active mixtures of sulfinyl-containing 
compounds can be readily prepared, e.g. by column chromatography using 
an optically active binding material. 

Compounds of Formulae XXIV and XXV can be prepared by several 
routes. For example, compounds of Formulae XXIV and XXV can be 
prepared by reaction of cyanamide with a precursor derivative of Formula 
XXIV that does not contain the N-substituent of -C(=NH)NH2 or - 
C(=NR 2 )NRR 1 , i.e. a compound of the following Formula XXVI (where Z, X, m, 
n and p are each the same as defined above for Formula XXIV): 




Z 



XXIV 



N 
H 
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More particularly, compounds of Formula XXIV or XXV can be 
suitably prepared by reaction of a precursor compound of Formula XXVI 
above with cyanamide to provide compounds of Formula XXIV, or a 
substituted cyanamide to provide compounds of Formula XXV, in a suitable 
solvent such as methanol, ethanol and chloroform or the like under an inert 
atmosphere such as argon or nitrogen. Typically, an HC1 or other acid 
addition salt of the precursor compound III is reacted with the cyanamide. 
The reaction solution is suitably heated e.g. from about 100°C or greater for 
2 to about 60 hours until reaction completion, e.g. as indicated by thin layer 
chromatography. The reaction solution is then cooled to room temperature, 
and the solvent is then removed under reduced pressure to provide the 
desired compound of the invention. The crude product then can be purified 
by recrystallization and/ or column chromatography, e.g. by elution one or 
more times on silica gel (e.g., 60-200 mesh, 50x w/w) with suitable solvents. 

Precursor compounds of the above Formula XXVI may be 
commercially available or can be prepared by reduction of the corresponding 
unsaturated heterocyclic nitrogen compound, e.g. by use of a reducing 
agent such as sodium and ethanol. Hydrogenation also may be employed 
using palladium or other suitable catalyst. The nitrogen may be suitably 
activated during hydrogenation, e.g. with an oxycarbonyl group such as t- 
butoxycarbonyl or the like, which group can be then removed such as by 
acidic hydrolysis prior to reaction with cyanamide or other reagent. 

Substituted unsaturated cyclic amine compounds to employ in such 
reduction reactions can be prepared by several methods. For example, an 
organometallic reagent can be prepared (typically Group I or II metal, 
particularly Li or Mg) such as by a halogen-metal exchange reaction followed 
by reaction of that organometallic reagent with a halopyridine or other 
halogen- substituted cyclic amine. 

Alternatively, a substituted pyridine or other unsaturated precursor 
compound can be prepared by cyclization of an intermediate compound that 
contains the ring substituents (i.e. groups X, W and Y in the above 
Formulae XXIV and XXV), e.g. by cyclization of a substituted 1,5- 
diketopentyl compound with hydroxylamine. 
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Compounds of Formulae XXIV and XXV also may be prepared by 
reaction of a precursor compound of Formula XXVI above with cyanogen 
bromide to provide the N-cyano derivative (i.e. compounds of Formula XXVI 
above substituted at the depicted ring nitrogen by cyano). That cyano 
5 intermediate then may be suitably reacted an amine, particularly an 

ammonium salt such as an acetate salt, typically with heating to provide the 
N-imine substituted compound of Formula XXIV. Compounds of Formula 
XXV may be prepared by reaction of the N-cyano derivative with a primary 
or secondary amine (to provide the desired R and R 1 groups as defined above 
10 for Formula XXV) in the presence of a Lewis acid such as AlCb and the like. 

Alkylsulfinyl-substituted or alkylsulfonyl-substituted reagents, that 
can provide correspondingly substituted compounds of the invention as 
described above, can be provided by oxidation (e.g., H2O2) of alkylthio- 
substituted reagents. 
15 As discussed above, methods are provided for treatment of infections, 

including Gram-negative and Gram-positive bacteria such as Pseudomonas 
aeruginosa and other Pseudomonas strains, and tuberculosis strains. In 
general, the therapeutic methods of the invention can be employed in 
therapies wherever aminoglycosides have been previously employed as well 
20 as against other infections, e.g. against infections traditionally treated with 
other antibacterials or antibiotics such as beta-lactams. However, in 
preferred aspects of the invention, the methods and compositions of the 
invention exhibit reduced ototoxicity relative to use of an aminoglycoside 
alone. 

25 The methods of the invention in general comprise administering an 

aminoglycoside antibiotic in combination with a compound 2) such as a 
substituted guanidine or other compound as disclosed herein. The 
aminoglycoside and a compound 2) may be administered simultaneously, in 
the same or different pharmaceutical formulations, or sequentially. 
30 However, if administered sequentially, the aminoglycoside and compound 2) 
are preferably administered within a sufficient time to achieve the desired 
pharmacological effects of reduced ototoxicity. 

In accordance with the invention, a combination of an aminoglycoside 
antibiotic and a compound 2) may be administered to a subject by a variety 
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of routes including oral, rectal, nasal, topical (including eye drops, buccal, 
sublingual), vaginal or parenteral (including subcutaneous, intramuscular 
and intradermal) administration. 

Compounds 2) are suitably administered to a subject in the 
5 protonated and water-soluble form, e.g., as a pharmaceutically acceptable 
salt of an organic or inorganic acid, e.g., hydrochloride, sulfate, hemi- 
sulfate, phosphate, nitrate, acetate, oxalate, citrate, maleate, mesylate, etc. 

It also should be appreciated that at least many of the compounds 2) 
may exist as any one of a number tautomeric forms. Each of such 
10 tautomeric forms is within the scope of the invention, including as defined 
by the above formulae. Additionally, compounds used in the methods and 
compositions of the invention may have asymmetric centers and occur as 
racemic mixtures or an optically enriched mixtures. All possible optical 
isomers are included in the present invention. 
15 An aminoglycoside and compound 2) can be employed, either alone or 

in combination with one or more other therapeutic agents, as a 
pharmaceutical composition in mixture with conventional excipient, i.e., 
pharmaceutically acceptable organic or inorganic carrier substances 
suitable for a desired route of administration which do not deleteriously 
20 react with the active compounds and are not deleterious to the recipient 

thereof. Suitable pharmaceutically acceptable carriers include but are not 
limited to water, salt solutions, alcohol, vegetable oils, polyethylene glycols, 
gelatin, lactose, amylose, magnesium stearate, talc, silicic acid, viscous 
paraffin, perfume oil, fatty acid monoglycerides and diglycerides, petroethral 
25 fatty acid esters, hydroxymethyl-cellulose, polyvinylpyrrolidone, etc. The 
pharmaceutical preparations can be sterilized and if desired mixed with 
auxiliary agents, e.g., lubricants, preservatives, stabilizers, wetting agents, 
emulsifiers, salts for influencing osmotic pressure, buffers, colorings, 
flavorings and /or aromatic substances and the like which do not 
30 deleteriously react with the active compounds. 

For parenteral application, particularly suitable are solutions, 
preferably oily or aqueous solutions as well as suspensions, emulsions, or 
implants, including suppositories. Ampules are convenient unit dosages. 
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For enteral application, particularly suitable are tablets, dragees or 
capsules having talc and /or carbohydrate carrier binder or the like, the 
carrier preferably being lactose and/or corn starch and/or potato starch. A 
syrup, elixir or the like can be used wherein a sweetened vehicle is 
5 employed. Sustained release compositions can be formulated including 
those wherein the active component is protected with differentially 
degradable coatings, e.g., by microencapsulation, multiple coatings, etc. 

It will be appreciated that the actual preferred amounts of the 
components of the combination of the invention used in a given therapy will 
10 vary according to the specific compound being utilized, the particular 
compositions formulated, the mode of application, the particular site of 
administration, the age, weight, etc. of the patient, etc. Optimal 
administration rates for a given protocol of administration can be readily 
ascertained by those skilled in the art using conventional dosage 
15 determination tests conducted with regard to the foregoing guidelines. In 
general, a suitable effective dose of a active agents of a formulation of the 
invention, particularly when using more potent compounds, will be in a 
range of from 0.01 to 100 milligrams per kilogram of bodyweight of recipient 
per day of each of an aminoglycoside antibiotic and a compound 2), more 
20 typically in the range of from 0.01 to 50 milligrams per kilogram bodyweight 
of recipient per day of each of an aminoglycoside antibiotic and a compound 
2). The desired dose is suitably administered once daily, or several sub- 
doses, e.g. 2 to 4 sub-doses, are administered at appropriate intervals 
through the day, or other appropriate schedule. 
25 The entire text of all documents cited herein are incorporated by 

reference herein. 

This invention has been described in detail with reference to 
preferred embodiments thereof. However, it will be appreciated that those 
skilled in the art, upon consideration of this disclosure, may make 
30 modifications and improvements within the spirit and scope of the 
invention. 
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What is claimed is: 

1. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound that is an 
N,N'-disubstituted guanidine, N,N,N'-trisubstituted guanidine, N,N,N',N'- 
tetrasubstituted guanidine, or an N,N-disubstituted guanidine. 

2. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of the 
following Formulae I: 

NH 

II I 

R-NH-C-NH-R' 

wherein R and R' each are a substituted or unsubstituted alkyl group of at 
least 4 carbon atoms, substituted or unsubstituted carbocyclic aryl groups 
of at least 6 carbon atoms, or a substituted or unsubstituted heterocyclic 
aromatic ring. 

3. The method of claim 2 wherein the compound of Formula I is 
N'-di-m-tolylguanidine; N,N'-di-o-iodophenyl guanidine; N,N'-di-o- 
ethylphenylguanidine; N,N*-di-m-ethylphenylguanidine; N,N'-bis(2- 
iodophenyl) guanidine; N,N'-bis(3-tolyl)guanidine; N,N'-bis(3- 
ethylphenyl) guanidine; N,N'-bis(2-isopropylphenyl)guanidine; N,N'-bis(3- 
isopropylphenyl)guanidine; N,N'-bis(l-naphthyl)guanidine; N,N'-bis(3- 
methoxyphenyl) guanidine; N,N-bis(3-trifluoromethylphenyl)guanidine; N,N'- 
bis(4-fluoro-3-ethylphenyl)guanidine; NjN'-bis^S-diethylphenylJguanidine; 
N,N'-bis(3-nitrophenyl)guanidine; N,N'-bis(4-fluoro-3-nitrophenyl)guanidine; 
N,N'-bis(3-nitro-5-ethylphenyl)guanidine; N,N'-bis(3-azidophenyl)guanidine; 
N,N'-bis(quinolin-8-yl)guanidine; N^'-bistcoumarin-S-ylJguanidine; N,N'- 
dibutylguanidine; N'N'-cUphenylguanidine; NjN'-di-o-tolylguanidine; N,N'-di- 
(2-methyl-4-bromophenyl)guanidine; N,N'-di-(2-methyl-4- 
iodophenyl)guanidine; N,N'-di(cyclohexyl)guanidine; N,N'-di-(m- 
propylphenyl) guanidine; N,N'-di-(l-tetralinyl)guanidine; N,N'-di(+-endo-2- 
norbornyl) guanidine; N,N'-di-(exo-2-norbomyl)guanidine; N,N-di-(4- 



WO 99/02145 



PCT/US98/13640 



- 101 - 

indanyl) guanidine; N,N'-cHadamantylguanidine; N,N'-dibenzylguanidine; N- 
( l-naphthyl)-N*-(o-ethylphenyl)guanidine; N-( l-naphthyl)-N'-(m- 
isopropylphenyl) guanidine ; N- ( 1 -naphthyl) - N ' - (m-methoxyphenyl) gu anidine ; 
N- ( 1 -naphthyl) - N' - (4 -indanyl) guanidine ; N- (1 -naphthyl) -N'- (m- 
ethylphenyl)guanidine; N-(m-ethylphenyl)W-(m-tolyl)guanidine; N-(m- 
ethylphenyl) -N ' - (o-iodophenyl) guanidine ; N- (m-ethylphenyl) -N * - (o- 
ethylphenyl)guanidine; N-(m-ethylphenyl)-N -(o-isopropylphenyl)guanidine; 
N - (m-ethylphenyl) -N'- (m-isopropylphenyl) guanidine ; N- (m-methylphenyl) -N ' - 
(m-methoxyphenyl) guanidine; N- (m-ethylphenyl) -N' - (4-indanyl) guanidine ; N- 
(m-ethylphenyl)-N'-(o-ethylphenyl)guanidine; N-(o-et±iylphenyl)-N'-(m- 
tolyljguanidine; N-Jo-ethylphenylJ-N'-to-iodophenylJguanidine; N-(o- 
ethylphenyl) -N' - (o-isopropylphenyl) guanidine ; N- (o- ethylphenyl) -N'-(m- 
isopropylphenyl)guanidine; N-(o-ethylphenyl)-N'-(m- 

methoxyphenyl) gu anidine ; N-(o-ethylphenyl)-N'-(4-indanyl)guanidine; N-(o- 
ethylphenyl) -N'- (m- ethylphenyl) guanidine ; N- (o-iodophenyl) -N' - (m- 
tolyl)guanidine; N-to-iodophenylJ-N'-lo-isopropylphenyllguanidine; N-(o- 
iodophenyl) -N* - (m-isopropylphenylgu anidine ; N- (o-iodophenyl)-N'- (m- 
methoxyphenyl) guanidine; N- (o-iodophenyl) -N' - (4-indanyl) gu anidine ; N-(o- 
iodophenylJ-N'-Jo-ethylphenylJguanidine; N-(o-iodophenyl)-N'-(m- 
ethylphenyl)guanidine; N-(o-isopropylphenyl)-N'-(m-tolyl)guanidine; N-(o- 
isopropylphenyl) -N' - (m-isopropylphenyl) guanidine ; N- (o-isopropylphenyl) -N ' - 
(m-methoxyphenyl) gu anidine ; N-(o-isopropylphenyl)-N'-(4- 
indanyl) guanidine; N-to-isopropylphenylJ-N'-fo-ethylphenylJguanidine; N-(o- 
isopropylphenyl)-N'-(m-ethylphenyl)guanidine; N-(m-isopropylphenyl)-N'-(m- 
tolyl)guanidine; N- (m-isopropylphenyl) -N' - (m-methoxyphenyl) guanidine ; N- 
(m-isopropylphenyl)-N'- (4-indanyl) guanidine; N-(m-isopropylphenyl)-N'-(o- 
ethylphenyl)guanidine; N-(m-isopropylphenyl)-N-(m-ethylphenyl)guanidine; 
N- (m-methoxyphenyl) -N ' - (m-tolyl) guanidine ; N-(m-methoxyphenyl)-N'-(m- 
tolyl)guanidine; N-(2-4-di-iodo-5-hydroxyphenyl)-N>(2-tolyl)guanidine; N-(l- 
naphthyl)-N , »(2-iodophenyl)guanidine; N-(l-naphthyl)-N'-(3- 
ethylphenyl)guanidine; N-(l-naphthyl)-N , -(2-isopropylphenyl)guanidine; N- 
( 1 -naphthyl)-N'-(3-tolyl) guanidine; N-( 1 -naphthyl)-N-(4-bromo-3- 
ethylphenyl) guanidine ; N-(l-naphthyl)-N , -(6-methoxy-3- 
ethylphenyl)guanidine; N-(l-naphthyl)-N , -(4-nitro-3-ethylphenyl)guanidine; 
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N-tl-naphthylJ-N'-lS-Cl-hydroxy-elliylJphenyllguanidine; N-(4- 
fluoronaphthy 1) -N* - (3- ethylphenyl) guanidine ; N - ( 1 -naphthyl) -N'-(4-flu or o- 3- 
tolyl) guanidine; N-(l-naphthyl)-N , -(4-bromo-3-tolyl)guanidine; N-(l- 
naphthyl) -N'- (3-trifluoromethylphenyl) guanidine ; N-(m- 
trifluoromethylphenyl)-N'-(m~tolyl)guanidine; N - (m- triflu or ome thylphenyl) - 
N-(o-isopropylphenyl) guanidine; N-(m-trifluoromethylphenyl)-N , -(m- 
isopropylphenyl) guanidine ; N- (m-trifluoromethylphenyl) -N'- (m- 
methoxyphenyl)guanidine; N - (m- triflu orome thylphenyl) - N ' - (4 - 
indanyl) guanidine ; N- (m- trifluoromethylphenyl) -N (o-ethylphenyl) guanidine ; 
N- (m-triflu oromethylphenyl) -N'- (m-ethylphenyl) guanidine ; N- (m- 
IxifluoromethylphenylJ-N^to-iodophenylJguanidine; N-( l-naphthyl)N'-(4- 
fluoro-3-trifluoromethylphenyl)guanidine; N-( 1 -naphthyl) -N , -(4-fluoro-3- 
ethylphenyl) guanidine; N-(7-fluoronaphthyl)-N'-(3-ethylphenyl)guanidine; N- 
(4-fluoronaphthyl) -N' - (4-fluoro- 3-ethylphenyl) guanidine ; N- (4- 
fluoronaphthyl)-N'-(2-isopropylphenyl) guanidine; N-(7-fluoronaphthyl)-N*-(2- 
isopropylphenyl) guanidine; N-( l-naphthyl)-N'-(4-fluoro-2- 
isopropylphenyl) guanidine ; N- (4 -fluoronaphthyl) -N* - (4-fluoro- 2 - 
isopropylphenyl) guanidine ; N - (4 -fluoronaphthyl) -N*-(6 -methoxy- 3 - 
ethylphenyl) guanidine ; N- (7-fluoronaphthyl) -N' - (6 -methoxy-3 - 
ethylphenyl) guanidine; N- (4-fluoronaphthyl)-N'-(6-methoxy-4-fluoro-3- 
ethyl) guanidine; N-(4-fluoronaphthyl)-N'-(4-fluoro-3-tolyl)guanidine; N-(7- 
fluoronaphthyl)-N , -(4-fluoro-3-tolyl)guanidine; N-(4-fluoronaphthyl)-N'-(4- 
fluoro-3-trifluoromethylphenyl)guanidine; N-( l-naphthyl)-N'-(4-fluoro-3- 
trifluoromethylphenyl)guanidine; N-(7-fluoronaphthyl)-N-(4-fluoro-3- 
trifluoromethylphenyl)guanidine; N-(coumarin-8-yl)-N-(3- 
ethylphenyl) gu anidin e ; N- (coumarin- 8 -yl) -N- (3 -tolyl) guanidine ; N-(quinolin- 
8-yl) -N'- (3-ethylphenyl) guanidine ; N- (quinolin- 8-yl) -N' - (3 -tolyl) gu anidine ; N- 
(cy clohexyl) -N' - (4 -bromo- 2 -methylphenyl) guanidine ; N-( 1 -naphthyl) -N' -(o- 
iodophenyl)guanidine; N - ( 1 -naphthyl) -N' - (m- ethylphenyl) guanidine ; N-(l- 
naphthyl)-N*-(o-isopropylphenyl) guanidine; N- ( 1 -naphthyl) -N' - (m- 
tolylphenyl)guanidine; N-(l-naphthyl)-N'-(o-ethylphenyl)gu anidine; N-(l- 
naphthyl)-N*-(m-isopropylphenyl)guanidine; N-(l-naphthyl)-N'-(m- 
methoxyphenyl) guanidine ; N-(l-naphthyl)-N'-(4-indanylphenyl)guanidine; N- 
(m-ethylphenyl)-N'-(o-iodophenyl)guanidine; N-(m-ethylphenyl)-N'-(m- 
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ethylphenyl)guanidine; N-^-ethylphenylJ-N'-Jo-isopropylphenylJguanidine; 
N- (m-ethylphenyl) -N- (m-tolylphenyl) guanidine ; N- (m-ethylphenyl) -N' - (o- 
ethylphenyl) guanidine ; N- (m-ethylphenyl) -N ' - (m-isopropylphenyl) gu anidine ; 
N - (m-ethylphenyl) - N ' - (m-methoxyphenyl) guanidine ; N- (m-ethylphenyl) -N* - (4- 
indanylphenyl)guanidine; N-(o-ethylphenyl)-N'-(m-tolyl)guanidine; N-(o- 
ethylphenyl) -N f - (o-iodophenyl) guanidine ; N- (o-ethylphenyl) -N'- (o- 
isopropylphenyl) guanidine ; N - (o-ethylphenyl) -N* - (m- 
isopropylphenyl)guanidine; N-(o-ethylphenyl)-N'-(m- 

methoxyphenyl) gu anidine ; N- (o-ethylphenyl) -N' - (4-indanyl) guanidine ; N-(o- 
iodophenyl)-N'-(m-tolyl)guanidine; N-(o-iodophenyl)-N'-(o- 
isopropylphenyl) guanidine; N- (o-iodophenyl) -N'-fm- 
isopropylphenyl) guanidine ; N-(o-iodophenyl)-N'-(m- 
isopropylphenyl) guanidine; N-(o-iodophenyl)-N'-(m- 

methoxyphenyl) guanidine; N-(o-iodophenyl)-N -(4-indanyl)guanidine; N-(o- 
isopropylphenyl) -N' - (m-tolyl) guanidine ; N- (o-isopropylphenyl) -N'-(m- 
isopropylphenyl)guanidine; N- (o-isopropylphenyl) -N '-(m- 

methoxyphenyl) guanidine; N-(o~isopropylphenyl)-N-(4-indanyl)guanidine; N- 
(m-isopropylphenyl) -N- (m-tolyl) guanidine ; N- (m-isopropylphenyl) -N- (m- 
methoxyphenyl) guanidine ; N- (m-isopropylphenyl) -N'- (4-indanyl) guanidine ; 
N- (m-methoxyphenyl) -N'-(m-tolyl)guanidine ; N- (m-methoxyphenyl) -N- (4- 
indanyl)gu anidine; N-(4-indanyl)-N'-(m-tolyl)gu anidine; N-(2- 
methylazidophenyl)-N'-(2-methylphenyl)gu anidine; N-adamantyl-N'-(2- 
methylphenyl) guanidine; N-(iodophenyl)-N'-(2-methylphenyl) guanidine; N- 
(2-methyl-4-nitrophenyl)-N'-(2-methylphenyl)gu anidine; N-(2-iodophenyl)-N'- 
(adamantyl) guanidine ; N-(2-methylphenyl)-N , -(cyclohexyl)guanidine; N- 
adamantyl-N'-phenylguanidine; N-(3,5-dimethyl-l-adamantyl)-N'-(o- 
tolyl) guanidine; N-(3,5-dimethyl- l-adamantyl)-N'-(o-iodophenyl)guanidine; 
N- ( 1 - adamantyl) -N' - (o-nitrophenyl) guanidine ; N-(exo-2-isobornyl)-N*-(o- 
iodophenyl)guanidine; N-(exo-2-isobomyl)-N'-(o-tolyl)guanidine; N-(o- 
iodophenyl)-N'-(t-butyl)guanidine; N- (adamant- l-yl)-N'- (o- 
isopropylphenyl)guanidine; N- (adamant- l-yl)-N'-(p-bromo-o-tolyl)guanidine; 
N- (cyclohexyl) -N' - (p-br omo - o- tolyl) guanidine ; N - (adamant- 2 -yl) - N* - (p- 
iodophenyl)guanidine; N- (adamantan- 1 -yl) -N ' - (2- 

trifluor omethylphenyl) gu anidine ; N- (adamantan- 1 -yl) -N- (2-methylphenyl) - 
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N'-methylguanidine; N-(adamantan-l-yl)-N'-(6-coumarinyl)guanidine; N- 
(adamantaji-l-ylJ-N'-fS-coumarinylJguanidine; N-(adamantan-l-yl)-N'-(2,4- 
difluorophenyl)guanidine; and N-(adamantan-l-yl)-N-(2-trifluoromethyl-4- 
fluorophenyl)guanidine; and pharmaceutically acceptable salts of said 
compounds. 

4. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of the 
following Formulae II: 

NH 
II 

R-N-C-N-H II 

I I 

R' R" 

wherein R, R' and R" are independently a Ci-Cs alkyl group, a C2-C8 
alkenyl group, C2-C8 alkynyl group, cycloalkyl group, cycloalkyl group 
substituted by one or more substituents, cycloalkenyl group, cycloalkenyl 
group substituted with one or more substituents, carbocyclic aryl group, 
carbocyclic aryl group substituted by one or more substituents, alkaryl 
group, alkaryl group substituted by one or more substituents, heterocyclic 
group, heterocyclic group substituted by one or more substituents, 
heteroaryl group, or a heteroaryl group substituted by one or more 
substituents; 

or a physiologically acceptable salt thereof; 

wherein said substituent is chloro, fluoro, bromo, iodo, Ci-Cs alkyl, 
Ci-Cs alkoxy, cyano, C3-C15 dialkylaminoalkyl, carboxy, carboxamido, Ci-Cs 
alkylthio, allyl, ar alkyl, alkaryl, C3-C6 cycloalkyl, aroyl, ar alkoxy, C2-C8 acyl, 
aryl, heteroaryl, an aryl fused to a benzene ring, a heteroaryl fused to a 
benzene ring, C3-C6 heterocycloalkyl, a C3-C6 heterocycloalkyl ring fused to a 
benzene ring, Ci-Cs alkylsulfonyl, arylthio, amino, Ci-Cs alkylamino, C2-C15 
dialkylamino, hydroxy, hydroxyalkyl, carbamoyl, Ci-Cs N - alkylcarbamoyl , 
C2-C15 N,N'-dialkylcarbamoyl, nitro, azido or a C2-C15 dialkylsulfamoyl. 
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5. The method of claim 4 wherein the compound of Formula II is 
N ,N*-di- ( 1 -naphthyl) -N-methylgu anidine; N,N'-ch-( l-naphthyl)-N- 
ethylguanidine; N,N'-di-(m-ethylphenyl)-N-methylguanidine; N-(o- 
isopropylphenylJ-N'-methyl-N'-f 1 -naphthyl) guanidine; N- (m-ethylphenyl) -N- 
methyl-N'-( l-naphthyl)guanidine; N-ethyl-N,N*-di-(m-ethylphenyl)guanidine; 
N-ethyl-N-(m-ethylphenyl)-N'-(4-indanyl)guanidine; N- ethyl- N - (m- 
ethylphenyl) -N ' - (4-indenyl) gu anidine ; N-ethyl-N- (m-ethylphenyl) -N'-(o- 
iodophenyl)guanidine; N-ethyl-N-(m-ethylphenyl)-N-(o- 
isopropylphenyl)guanidine; N - ethyl- N - (m- e thylphenyl) - N ' - ( 1 - 
naphthyl) guanidine ; N-ethyl-N-(m-ethylphenyl)-N'-(m- 

methylphenyl) gu anidine ; N-ethyl-N-(4-indanyl)-N'-(m-ethylphenyl)gu anidine; 
N-ethyl-N- (4-indenyl) -N* - (m-ethylphenyl) guanidine ; N-ethyl-N- (o- 
iodophenylJ-N'-fm-ethylphenylJguanidine; N-ethyl-N-(o-isopropylphenyl)-N , - 
(m-ethylphenyl) guanidine ; N-ethyl-N-( l-naphthyl)-N'-(m- 
ethylphenyl) guanidine ; N-ethyl-N-(m-methylphenyl)-N'-(m- 
ethylphenyl) guanidine; N-isopropyl-N^'-di-tm-ethylphenylJguanidine; N- 
isopropyl-N-(m-ethylphenyl)-N'-(4-indanyl)guanidine; N-isopropyl-N- (m- 
ethylphenyl)-N , -(4-indenyl)guanidine; N-(isopropyl)-N-(m-ethylphenyl)-N'-(o- 
iodophenyl)guanidine; N-isopropyl-N-(m-ethylphenyl)-N'-(o- 
isopropylphenyl)guanidine; N-isopropyl-N-(m-ethylphenyl)-N-( 1- 
naphthyl) guanidine ; N-isopropyl-N-(m-ethylphenyl)-N'-(m- 
methylphenyl) guanidine ; N-isopropyl-N- (4-indanyl) -N - (m- 
ethylphenyl)guanidine; N-isopropyl-N-(4-indenyl)-N'-(m- 
ethylphenyl) guanidine; N-isopropyl-N- (o-iodophenyl)-N-(m- 
ethylphenyl)guanidine; N-isopropyl-N-(o-isopropylphenyl)-N-(m- 
ethylphenyl)guanidine; N-isopropyl-N-( 1 -naphthyl) -N'-(m- 
ethylphenyl)guanidine; N-isopropyl-N-(m-methylphenyl)-N'-(m- 
ethylphenyl) guanidine ; N-methyl-N- (m- ethylphenyl) -N' - (4-indanyl) gu anidine ; 
N-methyl-N-(m-e1±iylphenyl)-N , -(4-indenyl)gu anidine; N-methyl-N- (m- 
ethylphenyl) -N'- (o-iodophenyl) guanidine ; N-methyl-N- (m-ethylphenyl) -N'-(o- 
isopropylphenyl) guanidine ; N-methyl-N- (m-ethylphenyl) -N' - (m- 
methylphenyl) guanidine ; N-methyl-N-(4-indanyl)-N , -(m- 

ethylphenyl)guanidine; N-methyl-N-(4-indenyl)-N , -(m-ethylphenyl)guanidine; 
N-methyl-N-(o-iodophenyl)-N'-(m-ethylphenyl)gu anidine; N-methyl-N- (o- 
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isopropylphenyl)-N'-(m-ethylphenyl)guanidine; N-methyl-N-(o- 
isopropylphenyl)-N'-(m-ethylphenyl)guanidine; N-met±Lyl-N-(l-naphthyl)-N'- 
(m-ethylphenyl) guanidine ; N-methyl-N- (m-methylphenyl) -N* - (m- 
ethylphenyl)guanidine; N-tS-coumarinylJ-N'-fS-ethylphenylJ-N- 
methylguanidine ; N-(l-napht±Lyl)-N'-(8-coumarinyl)-N-ethylguanidine; N-(8- 
coumarinylJ-N-fS-ethylphenylJ-N-ethylguanidine; N-( l-naphthyl)-N'-(8- 
coumarinyl)-N-ethylguanidine; N-( l-naphthyl)-N'-(3-methylphenyl)-N t - 
methylguanidine; N-(l-naphlJiyl)-N , -(3-nitrophenyl)-N , -methylguanidine; N- 
(l-naphthyl)-N'-(3-azidophenyl)-N'-methylguanidine; N-(7-fluoro-l- 
naphthylj-N'-tS-ethylphenylJ-N'-methylguanidine; N-(4-fluoro- 1-naphthyl)- 
N'-fS-ethylphenylJ-N^methylguanidine; N-(l-naphthyl)-N'-(4-fluoro-3- 
ethylphenyl)-N'-methylguanidine; N-(2-fluoro- l-naphthyl)-N'-(3- 
ettiylphenyl) -N' -methylguanidine ; N-(5-fiuoro- l-naphthyl)-N'-(3- 
ethylphenyl)-N -methylguanidine; N-(8-fluoro- l-naphthyl)-N'-(3- 
ethylphenyl)-N'-met±iylguanidine; N-(l-naphthyl)-N'-(2-fluoro-3- 
ethylphenyl)-N' -methylguanidine; N-(l-naphthyl)-N'-(6-fluoro-3- 
ethylphenyl)-N'-methylguanidine; N-(l-napht±Lyl)-N'-(2,4-difluoro-3- 
ethylphenyl)-N'-methylguanidine; N-( l-naphthyl)-N'-(2,6-difluoro-3- 
ethylphenyl)-N'-methylguanidine; N-( l-naphthyl)-N , -(2,4,6-trifluoro-3- 
ethylphenyl)-N'-methylguanidine; N-(2,4-difluoro- l-naphttiyl)-N'-(3- 
ethylphenyl)-N'-methylguanidine; N-(2,4-difluoro- l-naphthyl)-N'-(3- 
ethylphenyl)-N'-methylguanidine; N-(2 ,4 , 5-trifluoro- 1 -naphthyl)-N' - (3- 
ethylphenyl)-N'-methylguanidine; N-(2,4,8-trifluoro- l-naphthyl)-N'-(3- 
ethylphenyl)-N* -methylguanidine; N-(4-fluoro-l-naphthyl)-N , -(2,6-difluoro-3- 
ethylphenyl)-N' -methylguanidine ; N-(4-fluoro-l-naphthyl)-N'-(2,4-diQuoro-3- 
ethylphenyl) -N' -methylguanidine ; N- (7 -flu or o- l-naphthyl)-N'-(4-fluoro-3- 
ethylphenyl) -N' -methylguanidine ; N-(4-fluoro- l-naphthyl)-N'-(4-fluoro-3- 
ethylphenyl) -N' -methylguanidine ; N-(4-fluoro-l-naphthyl)-N'-(6-fluoro-3- 
ethylphenyl)-N' -methylguanidine; N-tS-coumarinylJ-N^tS-ethylphenylJ-N- 
ethylguanidine; N- ( 1 -naphthyl) -N ' - (8- coumarinyl) -N-ethylgu anidine ; N-(8- 
coumarinyl) - N' - (3 -nitr ophenyl) - N ' -me thylgu anidine ; N-(8-coumarinyl)-N r -(3- 
methylphenyl) -N' -methylguanidine ; N-(8-coumarinyl)-N*-(4-fluoro-3- 
ethylphenyl)-N'-methylguanidine; N,N'-di(8-coumarinyl)-N-methylgu anidine; 
N^'-difS-coumarinylJ-N-ethylguanidine; N-(2-fluoronaphthyl)-N'-(3- 
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mertiylphenyl) -N' -mettiylguanidine ; N-(4-Quoronapht±iyl)-N'-(3- 
methylphenyl)-N'-methylguanidine; N-(5-fluoronaphthyl)-N'-(3- 
methylphenylJ-N'-methylguanidine; N-(7-fluoronaphthyl)-N'-(3- 
methylphenyl)-N'-methylguanidine; N-(2,4-difluoronaphthyl)-N , -(3- 
mefeylphenylJ-N^metiiylguanidine; N-(2,4 > 5-trifluoronaphthyl)-N , -(3- 
me thy lphenyl) -N' -methylgu anidine ; N-(2,4,8-trifluoronaphthyl)-N'-(3- 
methylphenyl)-N'-methylguanidine; N-(l-naphthyl)-N*-(2-fluoro-3- 
methylphenyl)-N*-methylguanidine; N-( l-naphthyl)-N'-(4-fluoro-3- 
methylphenyl) -N ' -methylgu anidine ; N-(l-naphthyl)-N^(5-fluoro-3- 
methylphenyl)-N'-methylguanidine; N-( l-naphthyl)-N-(3-nitrophenyl)-N- 
ethylgu anidine; N-( l-napht±iyl)-N , -(4-fluoro-3-ethylphenyl)-N- 
methylgu anidine; N-( l-naphthyl)-N , -(3-t^ifluo^omethylphenyl)-N , - 
methylgu anidine ; N-CS-coumarinylJ-N'-tS-trifluoromethylphenylJ-N'- 
methylguanidine; N-( 1 -naphthyl) - N ' - (3 - trifluorometfiylphenyl) -N ' - 
ethylguanidine; and N-(8«coumarinyl)-N , -(3-trifluoromethylphenyl)--N , - 
ethylguanidine . 

6. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of the 
following Formulae III: 

NH 
II 

R-N-C-N-R ,M III 

I I 

R' R" 

wherein R, R', R" and R m are independently a Ci-C 8 alkyl group, a C 2 - 
Cs alkenyl group, C2-C6 alkynyl group, cycloalkyl group, cycloalkyl group 
substituted by one or more substituents, cycloalkenyl group, cycloalkenyl 
group substituted with one or more substituents, carbocyclic aryl group, 
carbocyclic aryl group substituted by one or more substituents, alkaryl 
group, alkaryl group substituted by one or more substituents, heterocyclic 
group, heterocyclic group substituted by one or more substituents, 
heteroaryl group, or a heteroaryl group substituted by one or more 
substituents; 



WO 99/02145 



PCT/US98/13640 



- 108 - 

or a physiologically acceptable salt thereof; 

wherein said substituent is chloro, fluoro, bromo, iodo, Ci-Cs alkyl, 
Ci-Cs alkoxy, cyano, C3-C15 dialkylaminoalkyl, carboxy, carboxamido, Ci-Cs 
alkylthio, allyl, ar alkyl, alkaryl, C3-C6 cycloalkyl, aroyl, aralkoxy, C 2 -Cs acyl, 
aryl, heteroaryl, an aryl fused to a benzene ring, a heteroaryl fused to a 
benzene ring, C3-C6 heterocycloalkyl, a C3-C6 heterocycloalkyl ring fused to a 
benzene ring, Ci-Cs alkylsulfonyl, arylthio, amino, Ci-Cs alkylamino, C2-C15 
dialkylamino, hydroxy, hydroxyalkyl, carbamoyl, Ci-Cs N-alkylcarbamoyl, 
C2-C15 N,N'-dialkylcarbamoyl, nitro, azido or a C2-C15 dialkylsulfamoyl. 

7. The method of claim 6 wherein the compound of Formula III is 
N^'-diethyl-N^-di^m-ethylphenyllguanidine; N,N'-diethyl-N,N'-di-(l- 
naphthyl)guanidine; N,N'-diethyl-N-(m-ethylphenyl)-N , -(4-indanyl)guanidine; 
N,N'-die1±iyl~N-(m-ethylphenyl)-N , -(4-indenyl)guanidine; N,N'-diethyl-N-(m- 
ethylphenyl) -N'-(o-iodophenyl) guanidine; N,N -diethyl-N-(m-ethylphenyl)-N'- 
(o-isopropylphenyl)guanidine; N,N'-diethyl-N-(m-ethylphenyl)-N'-(l- 
naphthyl)guanidine; N,N'-diethyl-N-(l-naphthyl)-N'-(m- 
ethylphenyl) guanidine ; N ,N' - diethyl-N- (m-methylphenyl) -N' - (m- 
ethylphenyl) gu anidine ; N ,N* -diisopropyl-N , N' -di- (m-ethylphenyl) guanidine ; 
N,N'-diisopropyl-N-(m-ethylphenyl)-N , -(4-indanyl)guanidine; N,N- 
diisopropyl-N-(m-ethylphenyl)-N'-(4-indenyl)guanidine; N^'-diisopropyl-N- 
(m-ethylphenylj-N'-to-iodophenylJguanidine; N,N-diisopropyl-N-(m- 
ethylphenyl) -N' - (o-isopropylphenyl) guanidine ; N,N'-diisopropyl-N- (m- 
ethylphenyl)-N'-( 1-naphthyl) guanidine; N,N-diisopropyl-N-(m-ethylphenyl)- 
N'-(m-methylphenyl)gu anidine; N,N'-dimethyl-N,N'-di-(m- 
ethylphenyl) guanidine ; N ,N' -dimethyl- N- (m-ethylphenyl) -N- (4- 
indanyl) guanidine ; N,N , -dimethyl-N-(m-ethylphenyl)--N , -(4- 
indenyl)gu anidine; N,N-dimethyl-N-(m-ethylphenyl)-N -(0- 
iodophenyl)guanidine; N,N'-dimethyl-N-(m-ethylphenyl)-N'-(o- 
isopropylphenyl) guanidine ; N ,N' -dimethyl-N- (m-ethylphenyl) -N'-(l- 
naphthyl) guanidine ; N,N '-dimethyl-N- (m-ethylphenyl) - N' - (m- 
methylphenyl) guanidine ; N-ethyl-N' -isopropyl-N ,N'-di- (m- 
ethylphenyl) guanidine ; N-ethyl-N- (m-ethylphenyl) -N'-(4-indanyl) -N' - 
isopropylguanidine; N-ethyl-N-(m-ethylphenyl)-N , -(4-indenyl)-N'- 
isopropylguanidine; N-ethyl-N-(m-ethylphenyl)-N'-(o-iodophenyl)-N'- 
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isopropylguanidine; N-ethyl-N-tm-ethylphenylJ-N^Jo-isopropylphenylJ-N*- 
isopropylguanidine; N-ethyl-N-(m-ethylphenyl)-N'-( l-naphthyl)-N'- 
isopropylguanidine; N-et±lyl-N-(m-e1±Iylphenyl)-N , -(m-methylphenyl)•-N , - 
isopropylguanidine; N-ethyl-N-(4-indanyl)-N , -(m-ethylphenyl)-N'- 
isopropylguanidine; N-ethyl-N-(4-indenyl)-N , -(m-ethylphenyl)-N- 
isopropylguanidine; N-ethyl-N-(o-iodophenyl)-N , -(m-ethylphenyl)-N'- 
isopropylguanidine; N-ethyl-N-^-isopropylphenylJ-N'-tm-ethylphenylJ-N - 
isopropylguanidine; N-ethyl-N-( 1 -naphthyl)-N'- (m-ethylphenyl)-N'- 
isopropylguanidine; N-et±lyl-N-(m-methylphenyl)-N , ~(m-et±lylphenyl)-N , - 
isopropylguanidine; NjN'-diisopropyl-NjN'-di-tm-ethylphenylJguanidine; N,N'- 
diisopropyl-N-(m-ethylphenyl)-N , -(4-indanyl)guanidine; N^N^diisopropyl-N- 
(m-ethylphenyl)-N , -(4-indenyl)guanidine; N^'-diisopropyl-N-lm- 
ethylphenyl)-N-(o-iodophenyl)guanidine; NjN'-diisopropyl-N-tm- 
ethylphenyl)-N'-(o-isopropylphenyl)guanidine; N,N'-diisopropyl-N-(m- 
ethylphenyl)-N'-(l-naphthyl)guanidine; N,N'-diisopropyl-N-(m-et3iylphenyl)- 
N'-(m-methylphenyl)guanidine; N,N , -diisopropyl-N-(4-indanyl)-N'-(m- 
ethylphenyl)guanidine; N,N , -diisopropyl-N-(4-indenyl)-N , -(m- 
ethylphenyl)guanidine; N^'-diisopropylJ-N-to-iodophenylJ-N'-fm- 
ethylphenyl)guanidine; N^^diisopropyl-N-to-isopropylphenylJ-N^tm- 
ethylphenyl)guanidine; N^'-diisopropyl-N-tl-naphthylJ-N'-tm- 
ethylphenyl)guanidine; N^-diisopropyl-N^m-methylphenylJ-N'-lm- 
ethylphenyl) guanidine ; N -methyl- N, N' -di- (m-ethylphenyl) -N*- 
isopropylguanidine; N-methyl-N-(m-ethylphenyl)-N , -(4-indanyl)-N'- 
isopropylguanidine; N -methyl-N - (m-ethylphenyl) -N' - (4-indenyl) -N' - 
isopropylguanidine; N-methyl-N-^-ethylphenylJ-N'-to-iodophenylJ-N - 
isopropylguanidine; N-methyl-N-lm-ethylphenylJ-N^to-isopropylphenylJ-N- 
isopropylguanidine; N-methyl-N-(m-ethylphenyl)-N , -(l-•naphthyl)-N , ■- 
isopropylguanidine; N-methyl-N-tm-ethylphenylJ-N'-Cm-methylphenylJ-N 1 - 
isopropylguanidine; N-methyl-N-(4-indanyl)-N , -(m-ethylphenyl)-N'- 
isopropylguanidine; N-methyl-N-(4-indenyl)-N , -(m-ethylphenyl)-N'- 
isopropylguanidine; N-methyl-N-to-iodophenylJ-N'-tm-ethylphenylJ-N'- 
isopropylguanidine; N-methy^N-(o~isopropylphenyl)-N , -(m-ethylphenyl)-N , - 
isopropylguanidine; N-methyl-N-{ l-naphthyl)-N , -(In-ethylphenyl)-N , - 
isopropylguanidine; N-methyl-N - (m-methylphenyl) -N' - (m- ethylphenyl) -N ' - 
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isopropylguanidine; N-elJiyl-N^N'-di-fm-ethylphenylJ-N'-metliylguanidine; N- 
e1±iyl-N-(m-ethylphenyl)-N'-(4-indanyl)-N , -methylguanidine; N-ethyl-N-(m- 
ethylphenyl)-N , -(4-indenyl)-N'-methylguanidine; N-ethyl-N-(m-ethylphenyl)- 
N'-(o-iodophenyl)-N'-methylguanidine; N-etJiyl-N-fm-ethylphenylJ-N'-fo- 
isopropylphenyl) -N ' -methylguanidine ; N-ethyl-N- (m-ethylphenyl) -N'-(l- 
naphthyl) -N ' -methylguanidine ; N- ethyl-N- (m-ethylphenyl) -N 1 - (m- 
me thylphenyl) - N 1 -me thylgu anidin e ; N,N'-di( l-naphthyl)-N,N- 
dimethylguanidine; N-fS-coumarinylJ-N'-fS-ethylphenylJ-NjN- 
dimethylguanidine; N,N'-di(8-coumarinyl)-N,N'-dimethylguanidine; N,N'-di(8- 
coumarinyl) - N-methyl-N ' - etihylguanidine ; N-(l-naphthyl)-N'-(3-nitrophenyl)- 
N,N'-dimethylguanidine; N-(l-naphthyl)-N'-(3-aadophenyl)-N,N'- 
dimethylguanidine; N-(8-coumarinyl)-N'-(3-nitrophenyl)-N,N'- 
dimethylguanidine; N - ( 8 - coumariny 1) - N ' - (3 - azidophenyl) - N , N' - 
dimethylguanidine; N-(7-fluoro-l-naphthyl)-N'-(3-ethylphenyl)-N,N'- 
dimethylphenylguanidine; N-(4-fluoro- l-naphrtxylJ-N'-fS-ethylphenylJ-NjN'- 
di methylguanidine; N-( l-naphthyl)-N , -(4-fluoro-3-ethylphenyl-N,N- 
dimethylguanidine ; N-(l -naphthyl) -N'- (3-methylphenyl) -N ,N- 
dimethylguanidine ; N-(8-coumarinyl)-N-(3-methylphenyl)-N,N'~ 
dimethylguanidine; N-fl-naphthylJ-N'-tS-nitrophenylj-NjN'-diethylguanidine; 
N-( l-naphthylJ-N'-tS-azidophenylJ-N^-diethylguanidine; N- (8 -coumariny 1)- 
^-(S-nitrophenylJ-NjN'-diethylguanidine; N-(8-coumarinyl)-N'-(3- 
azidophenyl)-N,N'-diethylguanidine; N-(7-fluoro- 1 -naphthyl) - N ' - ( 3 - 
ethylphenyl)-N,N'-diethylphenylguanidine; N-(4-fluoro- 1 -naphthyl) -N'- (3- 
ethylphenyl)-N,N'-diethylguanidine; N-( l-naphthyl)-N'-(4-fluoro-3- 
ethylphenyl)-N,N'-ddethylguanidine; N- ( 1 -naphthyl)-N'-(3-methylphenyl)- 
N,N'-diethylguanidine; and N-(8-coumarinyl)-N-(3-methylphenyl)-N,N'- 
diethylguanidine. 

8. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of the 
following Formulae IV: 
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NH ^2 R 3 



(3~ (R5)n 



IV 



wherein R, R 1 and R 2 are each independently hydrogen, substituted 
or unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or 
unsubstituted alkynyl, substituted or unsubstituted alkoxy, substituted or 
unsubstituted alkylthio, substituted or unsubstituted alkylsulfinyl, 
substituted or unsubstituted alkylsulfonyl, substituted or unsubstituted 
aminoalkyl, substituted or unsubstituted carbocyclic aryl, substituted or 
unsubstituted aralkyl, or a substituted or unsubstituted heteroaromatic or 
heteroalicyclic group having 1 to 3 rings, 3 to 8 ring members in each ring 
and 1 to 3 heteroatoms; 

R 3 , R 4 , and each R 5 substituent are each independently halogen, 
hydroxyl, azido, substituted or unsubstituted alkyl, substituted or 
unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted or 
unsubstituted alkoxy, substituted or unsubstituted alkylthio, substituted or 
unsubstituted alkylsulfinyl, substituted or unsubstituted alkylsulfonyl, 
substituted or unsubstituted aminoalkyl, substituted or unsubstituted 
carbocyclic aryl, substituted or unsubstituted aralkyl, nitro, cyano, 
substituted or unsubstituted alkanoyl, or substituted or unsubstituted 
carboxy; n is an integer of from 0 to 3; or a pharmaceutical^ acceptable 
salt thereof. 

9. The method of claim 8 wherein the compound of Formula IV is 
N-(3-ethylphenyl)-N,N'-dimeth^ N-(3- 
ethylphenyl)-N-methyl-N-(2,5-dichlorophenyl)guanidine; N-(3-ethylphenyl)- 
N , -(2 > 5-dichlorophenyl)-N'-methylguanidine; N-(3-ethylphenyl)-N , -(2,5- 
dichlorophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N , -(2,5- 
dibromophenyl)guanidine; N-(3-ethylphenyl)-N , -(2,5-dibromophenyl)-N , - 
methylguanidine; N-(3-ethylphenyl)-N , -(2,5-dibromophenyl)guanidine; N-(3- 
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ethylphenyl)-N-methyl-N'~(2-cW^ N-(3- 
ethylphenyl)-N'-(2-chloro-5-1xifluoromethylphenyl)guanidine; N-(3- 
etJiylphenylJ-NjN'-dimetliyl^ N-(3- 
ethylphenyl)-N-methyl-N*-(2-bromo-5-ti^ N-(3- 
ethylphenyl) -N'-(2 -bromo - 5-triflu oromethylphenyl) guanidine ; N-(3- 
ethylphenyl) -N-methyl-N ' - (2-flu oro- 5 -trifluromethylphenyl) guanidine ; N- (3 - 
ethylphenyl) -N - (2-flu oro-5-trifluoromethylphenyl) guanidine; N- (3- 
ethylphenyl)-N,N , -dimelJiyl-N , -(2-chloro-5-ethylphenyl)guanidine; N-(3- 
el!iylphenyl)-N-methyl-N'-(2-chloro-5-et±iylphenyl)guanidine; N-(3- 
etJiylphenyl)-N , -(2-chloro-5-ethylphenyl)guanidine; N-(3^ethylphenyl)-N,N- 
dimethyl-N'-(2-bromo-5-ethylphenyl)guanidine; N-(3-ei±iylphenyl)-N-methyl- 
N' - (2 -bromo- 5- ethylphenyl) gu anidine ; N- (3 -ethylphenyl) - N f - (2 -bromo- 5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N,N'-dimethyl-N , -(2-fluoro-5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-fluoro-5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N'-(2-fluoro-5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N,N , -dimethyl-N , -(2-chloro-5- 
methylphenyl); N-(3-ethylphenyl)-N-methyl-N'-(2-chloro-5- 
methylphenyl) guanidine; N-(3-ethylphenyl)-N , -(2-chloro-5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N'-(2-chloro-5- 
methylphenyl) guanidine; N- (3 -ethylphenyl) -N-methyl-N' - (2 -chloro- 5 - 
me thylthio) guanidine; N-(3-ethylphenyl)-N'-(2-chloro-5- 

methylthio) gu anidine ; N-(l-naphthyl)~N'-(2-bromo-5-ethylphenyl)gu anidine; 
N-(l-naphthyl-N , -(2-fluoro-5-ethylphenyl)guanidine; N-(l-naphthyl)-N'-(2,5- 
dichl or ophenyl) guanidine ; N-(l-naphthyl)-N'-(2-£Luoro-5- 
methylphenyl) guanidine ; N- (3~ethylphenyl)-N-methyl-N- (2 ,4,5- 
trichlorophenyl) guanidine; N- (3-ethylphenyl)-N'- (2,4,5 - 
trichlorophenyl)guanidine; N- (3-ethylphenyl) -N-methyl-N*- (2 ,3,5- 
trichlorophenyl)guanidine; N-(3»ethylphenyl)-N-(2,3,5- 
trichlorophenyl) guanidine ; N- ( 1 -naphthyl) -N- (2 ,4 , 5- 
trichlorophenyl) guanidine; N-( l-naphthyl)-N'-(2,3,5- 
trichlorophenyl) guanidine; N-(l-naphthyl)-N , -(2,5-dichlorophenyl)-N'- 
methylguanidine; N-(l-naphthyl)-N'-(2-chloro-5-methylphenyl)gu anidine; N- 
(l-naphthyl)-N , -(2,5-dimethylphenyl)guanidine; N-(l-naphthyl)-N'-(2,5- 
dibromophenyl)guanidine; N-( l-naphthyl)-N'-(2-chloro-5-methylphenyl)-N'- 
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methylguanidine; N-(l-naph1±iyl)-N , -(2-5~dimethylphenyl)-N'- 
methylguanidine; N-( l-naphthyl)-N , -(2,5-dibromophenyl)-N- 
methylguanidine; N-( l-naphthyl)-N , -(2,5-dib^omophenyl)-N , - 
methylguanidine; N-( l-naphthyl)-N , -(2-chloro-5- 
thiomethylphenyljguanidine; N-(l-naphthyl)-N'-(2-fluoro-5- 
trifluoromethylphenyl)guanidine; N-( l-naphthyl)-N'-(2-chloro-5- 
1xifluoromethylphenyl)guaiiidine; N-( l-naphthyl)-N , -(2-bromo-5- 
trifluoromethylphenyl)guanidine; N-(l-naphthyl)-N'-(2-thiomethyl-5- 
trifluoromethylphenyl)guanidine; N-( 1 -naphthyl) -N' - (2 -methoxy- 5 - 
methylphenyl) guanidine ; N- ( 1 -naphthyl) -N - (2-chloro- 5- 
ethylphenyl)guanidine; N-(l-naphthyl)-N'-(2-chloro-5-ethylphenyl)-N'- 
methylguanidine; N-( l-naphthyl)-N , -methyl-N'-(2-chloro-5- 
thiomethylphenyl) guanidine; N-(8-quinoUnyl)-N'-(2-chloro-5- 
methylphenyl)guanidine; N-(8-quinolinyl)-N'-(2-chloro-5- 
ethylphenyl) guanidine; N- (8-quinolinyl)-N'-methyl-(2-cWoro-5- 
ethylphenyl)guanidine; N-(3-methylthiophenyl)-N-methyl-N'-(2-chloro-5- 
methylthiophenyl)guanidine; N- (3 -methylthiophenyl) -N ' -methyl-INT - (2 - chloro- 
5 -me thylthiophenyl) guanidine; N-(3-methylthiophenyl)-N , -(2-chloro-5- 
methylthiophenyl) guanidine ; N- (3-methylthiophenyl) -N-methyl-N' - (2 -chloro- 
5-ethylphenyl)guanidine; N- (3-methylthiophenyl) -N' -methyl-N'- (2 - chloro- 5- 
ethylphenyl) guanidine; N-(3-methylthiophenyl)-N , -(2-chloro-5- 
ethylphenyl) gu anidine ; N-(3-methylthiophenyl)-N-methyl-N'-(2-bromo-5- 
ethylphenyl) guanidine ; N-(3-methylthiophenyl)-N'-methyl-N , -(2-bromo-5- 
ethylphenyl)guanidine; N-(3-methylt±dophenyl)-N'-(2-bromo-5- 
ethylphenyl) guanidine ; N-(3-methylthiophenyl-N-methyl-N , -(2,5- 
dichlorophenyl) guanidine ; N-(3-methylthiophenyl-N , -methyl-N'-(2,5- 
dichlorophenyl)guanidine; N-(3-methylthiophenyl-N'-(2,5- 
dichlorophenyl)guanidine; N-(3-methylthiophenyl)-N-methyl-N , -(2,5- 
dibromophenyl)guanidine; N-(3-methylthiophenyl)-N , -methyl-N'-(2,5- 
dibromophenyl)guanidine; N- (3 -methylthiophenyl) -N' - (2,5- 
dibromophenyl) guanidine; N-(3-trifluoromethylphenyl)-N-methyl-N'-(2- 
chloro-5-methylthiophenyl)guanidine; N-lS-trifluoromethylphenylJ-N - 
methyl-N'-(2-cWoro-5-methylthiophenyl)guanidine; N-(3- 
trifluoromethylphenyl) ~N'- (2- chloro- 5-methylthiophenyl) guanidine ; N- (3 - 
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txifluoromethylphenyl)-N-m N-(3- 
1rifluoromethylphenyl)-N , -methyl-N , -(2-chloro-5-ethylpheny N- 
(3-trifluoromethylphenyl)-N^^ N-(3- 
trifluoromet±Lylphenyl)-N-met±iyl-N^ N-(3- 
txifluoromethylphenyl)-N'-methyl-N'-(^^ N- 
(3-trifluoromethylphenyl) -N - (2-bromo-5-ethylphenyl) guanidine ; N- (3- 
txifluoromethylphenyl)-N-methyl-N'-(2,5-cUchlorophenyl)guaru N-(3- 
triflu oromethylphenyl) -N' -methyl-N* - (2 , 5 -dichlor ophenyl) guanidine ; N - (3 - 
trifluoromethylphenyl)-N -(2,5-dichlorophenyl)guanidine; N-(3- 
trifluorometJiylphenyl)-N-met3iyl-N^ N-(3- 
trifluoromethylphenyl) -N' -methyl-N' - (2 , 5-dibromophenyl) guanidine ; N- (3- 
trifluoromethylphenyl) -N' - (2 , 5-dibromophenyl) guanidine ; N- (3 - ethylphenyl) - 
N~methyl-N'-(2-bromo-5-methylt±Liophenyl)guanidine; N-(3-ethylphenyl)-N - 
methyl-N , -(2-bromo-5-methylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(2- 
bromo- 5-methylthiophenyl) guanidine ; N- (3 -methylthiophenyl) -N -methyl- N' - 
(2-bromo-5-methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N'-methyl- 
N'-(2-bromo-5-methylthiophenyl)guanidine; N- (3 -methylthiophenyl) -N'- (2 - 
bromo-5-methylthiophenyl) guanidine; N - (3 - methylthiophenyl) - N -methyl- N 1 - 
(2-bromo-5-ethylphenyl)guanidine; N-(3-methylthiophenyl)-N*-methyl-N , -(2- 
bromo-5-ethylphenyl)guanidine; N-(3-methylthiophenyl)-N'-(2-bromo-5- 
ethylphenyl) guanidine; N-(3-trifluoromethylphenyl)-N-methyl-N , -(2-bromo-5- 
methylthiophenyl) guanidine; N-(3-trifluoromethylphenyl)-N , -methyl-N , -(2- 
bromo- 5-methylthiophenyl) guanidine ; N - (3 - triflu oromethylphenyl) -N' - (2- 
bromo-5-methylthiophenyl) guanidine; N-(3-bromophenyl)-N-methyl-N'-(2- 
cWoro- 5-methylthiophenyl) guanidine ; N - (3 -br omophenyl) -N' -methyl-N' - (2- 
chlor o- 5 -methylthiophenyl) gu anidine ; N-(3-bromophenyl)-N'-(2-chloro-5- 
methylthiophenyl) guanidine ; N-(3-trifluoromethoxyphenyl)-N-methyl-N , -(2,5- 
dibromophenyl) guanidine ; N- (3- triflu oromethoxyphenyl) -N' -methyl-N ' -(2,5- 
dibromophenyl)guanidine; N-(3-trifluoromethoxyphenyl)-N , -(2,5- 
dibromophenyl)guanidine; N- (3 -triflu or omethoxyphenyl) -N -methyl- N ' - (2 - 
bromo-5-ethylphenyl) guanidine; N-(3-trifluoromethoxyphenyl)-N'-methyl-N'- 
(2-bromo-5-ethylphenyl)gu anidine; N-{3-trifluoromethoxyphenyl)-N'-(2- 
bromo-5-ethylphenyl)guanidine; N-(3-iodophenyl)-N-methyl-N'-(2-chloro-5- 
methylthiophenyl)guanidine; N-(3-iodophenyl)-N , -methyl-N'-(2-chloro-5- 



WO 99/02145 



PCT/US98/13640 



- 115 - 

methylthiophenyljguanidine; N-(3-iodophenyl)-N -(2-chloro-5- 
met±iylthiophenyl)guanidine; N-(3-iodophenyl)-N-methyl-N'-(2-chloro-5- 
ethylphenyljguanidine; N- (3-iodophenyl)-N'-methyl-N'-(2-chloro-5- 
ethylphenyl)guanidine; N-(3-iodophenyl)-N'-(2-chloro-5- 
ethylphenyl)guanidine; N-(3-ethylphenyl)-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-methyl-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N,N , -dimethyl-N'-(2-chloro-5- 
ethylthiophenyljguanidine; N-(3-ethylphenyl)-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N-methyl-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-methyl-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N,N'-dimethyl-N , -(2-bromo-5- 
ethylthiophenyl) guanidine ; N-(3-methylthiophenyl)-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N-methyl-N'-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N'-methyl-N-(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N f N'-dimethyl-N'-(2- 
chloro-5-ethylthiophenyl)guanidine; N-(3-methyltbiophenyl)-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N-methyl-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N'-methyl-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-methylthiophenyl)-N,N'-dimetb.yl-N'-(2- 
bromo-5-ethylthiophenyl)guanidine; N-(3-trffluoromethylphenyl)-N'-(2- 
chloro-5-ethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N-methyl- 
N'-(2-chloro-5-ethylthiophenyl)guanidine; N-(3-tri£luoromethylphenyl)-N*- 
methyl-N*-(2-chloro-5-ethylthiophenyl)guanidine; N-(3- 
trifluoromethylphenyl)-N,N'-dimethyl-N , -(2-chloro-5- 
ethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N'-(2-bromo-5- 
ethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N-methyl-N'-(2- 
bromo-5-ethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N'-methyl- 
N'-(2-bromo-5-ethylthiophenyl)guanidine; N-tS-trifluoromethylphenylJ-N.N'- 
dimethyl-N'-(2-bromo-5-ethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(2- 
cWoro-5-trinuoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N-methyl- 
N'-(2-cWoro-5-trmuoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'- 
methyl-N'-(2-chloro-5-trifluoromethylthiophenyl)guanidine; N-(3- 
ethylphenyl)-N,N'-dimethyl-N'-(2-chloro-5- 
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trifluoromethylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(2-bromo-5- 
trifluoromethylthiophenyl) gu anidine ; N- (3 -ethylphenyl) - N-methyl- N'-(2- 
bromo- 5-trifluoromethylthiophenyl) gu anidine ; N- (3-ethylphenyl) -N ' -methyl- 
N'- (2 -bromo- 5- trifluoromet±Lylthiophenyl) gu anidine ; N-(3-ethylphenyl)-N,N'* 
dimethyl-N , -(2-bromo-5-trifluoromethyltliiophenyl)guanidm N-(3- 
methylthiophenyl) -N ' - (2-chloro- 5 - trifluoromethylthiophenyl) gu anidine ; N- (3 - 
methylthiophenyl)-N-methyl-N , -(2-chloro-5- 

trifluoromethylthiophenyl)gu anidine; N-(3-methylthiophenyl)-N , -Inethyl-N , - 
(2-chloro-5-trifluoromethylthiophenyl)guanidine; N-(3-metJiylthiophenyl)- 
N,N , -dimethyl-N , -(2-chloro-5-trifluoromethyl1iiiophenyl)guanid N-(3- 
methylthiophenyl) -N' - (2-bromo- 5-trifluoromethylthiophenyl) gu anidine ; N- (3 - 
methylthiophenyl) -N-methyl-N- (2-bromo- 5- 

trifluoromethylthiophenyl) gu anidine ; N - (3 -methylthiophenyl) -N' -methyl- N ' - 
(2-bromo- 5- trifluoromethylthiophenyl) guanidine ; N- (3-methylthiophenyl) - 
N ? N'-dime1±iyl-N , -(2-bromo-5-tTifluoromet±iylt±Liophenyl)gu anidine; N-(3- 
trifluoromethylphenyty-N'-^-chloro-S-trffl^ 
N-(3-trifiuoromethylphenyl)-N-methyl-N , -(2-chloro-5- 

trifluoromethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)-N'-methyl- 
N'-(2-cWoro- 5-trifluoromethylthiophenyl) guanidine; N-(3- 
trifluoromethylphenyl)-N,N , -dimethyl-N , -(2-chloro-5- 
trifluoromethylthiophenyl) guanidine ; N- (3- trifluoromethylphenyl) -N' - (2- 
bromo-5-txifluoromethylthiophenyl)guanidine; N-(3-trifluoromethylphenyl)- 
N -methyl-N'- (2-bromo- 5-trifluoromethylthiophenyl) guanidine ; N-(3- 
trifluoromethylphenyl) - N' -methyl-N' - (2-bromo- 5- 

trifluoromethylthiophenyl) guanidine ; N- (3- trifluoromethylphenyl) -N,N r - 
dimethyl-N'-(2-bromo-5-trifluoromethylthiophenyl)guanidine; N-( 1- 
naphthyl)-N , -(2-chloro-5-methylthiophenyl)gu anidine; N- ( 1 -naphthyl) -N 1 - (2 - 
iodo- 5-methylthiophenyl) gu anidine ; N-(l -naphthyl) -N' - (2 -bromo-5- 
methylthiophenyl) guanidine; N-(3-methylsulfonylphenyl)-N-methyl-N'-(2 ,5- 
dibromophenyl)guanidine; N- (3 -methyl sulf onylphenyl) -N' - (2 , 5- 
dibromophenyl) guanidine ; N- (3 -methylsulfinylphenyl) -N-methyl-N ' -(2,5- 
dibromophenyl)guanidine; N-(3-methylsulfinylphenyl)-N'-(2,5- 
dibromophenyl)guanidine; or a pharmaceutical^ acceptable salt thereof. 
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10. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of claim 1 , 
4, 6 or 8 that has a substituent of carbocyclic aiyl substituted at one or 
more ring positions by haloalkyl, substituted or unsubstituted thioalkyl 
having from 1 to about 3 carbon atoms, substituted or unsubstituted 
alkylsulfinyl or substituted or unsubstituted alkylsulfonyl. 

11. The method of claim 10 wherein the compound is N-(l- 
naphthylJ-N'-lS-metoyltWophenylj-N -methylguanidine; N-(l-naphthyl)-N- 
methyl-N'-(3<nethylthiophenyl)guanidine; N-tl-naphthylJ-N^^dimethyl-N - 
(3-methylthiophenyl)guanidine; N-(l-naphthyl)-N'-(3- 

methylthiophenyl)guanidine; N-( l-naphthyl)-N , -(3-methylsulfinylphenyl)-N , - 
methylguanidine; N-(l-naphthyl)-N-methyl-N'-(3- 

methylsulfinylphenyl) guanidine ; N-( l-naphthylJ-N^'-dimethyl-N'-tS- 
methylsulfinylphenyl)guanidine; N-(l-naphthyl)-N'-(3- 
methylsulfinylphenyl)guanidine; N-(l-naphthyl)-N'-(3- 

methylsulfonylphenyl)-N'-methylguanidine; N-( l-naphthyl)-N-methyl-N'-(3- 
methylsulfonylphenyl)guanidine; N-(l-naphthyl)-N,N'-dimethyl-N , -(3- 
methylsulfonylphenyl)guanidine; N-( l-naphthyl)-N'-(3- 
methylsulfonylphenyl) guanidine ; N- ( 1 -naphthyl) -N- (3- 

trifluoromethylthiophenyl)--N , -methylguanidine; N-( l-naphthylJ-N-methyl-N'- 
(3-trifluoromethylthiophenyl)guanidine; N-tl-naphthylJ-N^'-dimethyl-N^fS- 
trifluoromethylthiophenyl)guanidine; N-(l-naphthyl)-N'-(3- 
trifluoromethylthiophenyl) guanidine; N-(l-naphthyl)-N'-(3- 
pentafluoroethylphenylJ-N'-methylguanidine; N-( 1 -naphthyl) -N-methyl-N'- (3- 
pentafluoroethylphenyl)guanidine; N-ll-naphthylJ-N^^dimethyl-N'-lS- 
pentafluoroethylphenyljguanidine; N-( l-naphthyl)-N'-(3- 
pentafluoroethylphenyl)guanidine; N-( l-naphthyl)-N'-(3- 

trmuoromeAos^henylJ-N'-methylguanidine; N-(l-naphthyl)-N-methyl-N'-(3- 
trifluoromethoxyphenyl)-N-methylguanidine; N-(l-naphthyl)-N'-(3- 
trifluoromethoxyphenyl) guanidine ; N-(3-ethylphenyl) -N' - (3- 
methylthiophenylJ-N'-methylguanidine; N-lS-ethylphenylJ-N^'-dimethyl-N - 
(3-methylthiophenyl)guanidine; N-(3-ethylphenyl)-N'-(3- 

methylthiophenyl)guanidine; N-tS-ethylphenylJ-N'-lS-methylsulfinylphenyl)- 
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N'-methylguanidine; N-(3-ethylphenyl)-N,N'-dimethyl-N'-(3- 
methylsulfinylphenyl)guanidine; N-(3-ethylphenyl)-N'-(3- 
metJiylsulfinylphenyl) guanidine; N- (3-ethylphenyl) -N 1 - (3- 

methylsulfonylphenylJ-N'-methylguanidine; N-(3-ethylphenyl)-N,N'-dimethyl- 
N* - (3-methylsulfonylphenyl) guanidine ; N- (3-ethylphenyl) -N'-(3- 
methylsulfonylphenyl) guanidine; N-(3-ethylphenyl)-N'-(3- 

txifluoromethylthiophenyl)-N'-methylguanidine; N - ( 3 - e thylphenyl) - N -methyl- 
N' - (3-trifluoromethylthiophenyl) guanidine ; N- (3-ethylphenyl) -N ,N*-dimethyl- 
N'- (3-trifluoromethylthiophenyl) guanidine ; N- (3 -e thylphenyl) -N'-(3- 
trifluoromethylthiophenyl) guanidine ; N- (3-ethylphenyl) -N* -(3- 
pentafluoroethylphenyl) -N-methylguanidine ; N- (3-ethylphenyl) -N-methyl-N* - 
(3- pen tafluoroethylphenyl) guanidine; N-(3-ethylphenyl)-N-methyl-N , -(3- 
pentafluoroethylphenyl) -N' -methylguanidine ; N- (3-ethylphenyl) - (3- 
pentafluoroethylphenyl)guanidine; N-(3-ethylphenyl)-N'-(3- 
trifluoromethylphenyl)-N'-methylguanidine; N-(3-ethylphenyl)-N-methyl-N*- 
(3 -trifluoromethoxyphenyl) guanidine ; N- (3-ethylphenyl) -N-methyl-N 1 - (3- 
trifluoromethoxyphenyl) -N-methylguanidine ; N- (3-ethylphenyl) -N-methyl-N' - 
(3-1xifluoromethoxyphenyl)guaxiidine; N-(3-ethylphenyl)-N'-(3- 
Ixifluoromethoxyphenyl) guanidine ; N- (3-methylthiophenyl) -N' - (3 - 
methylthiophenyl) guanidine ; N- (3 -methylthiophenyl) -N' - (3 - 
methylthiophenyl) -N' -methylguanidine ; N- (3-methylthiophenyl) -N-methyl-N'- 
(3-methylthiophenyl)guanidine; N-(3-methylthiophenyl)-N,N , -dimethyl-N , -(3- 
methylthiophenyl) guanidine ; N- (3-methylthiophenyl) -N' - (3- 
bromophenyl) guanidine ; N- (3-methylthiophenyl) -N- (3-bromophenyl) -N' - 
methylguanidine; N-(3-methylthiophenyl)-N-methyl-N , -(3- 
bromophenyl)guanidine; N-(3-methylthiophenyl)-N,N , -dimethyl-N'-(3- 
bromophenyl)guanidine; N-(3-ethylphenyl)-N,N , -dimethyl(3- 
trifluoromethylphenyljguanidine; N-(3-ethylphenyl)-N-methyl-N'-(3- 
trifluoromethylphenyl) guanidine ; N- (3-ethylphenyl) -N'- (3- 
trifluoromethylphenyl) -N-methylguanidine; N-( l-naphthyl)-N'-(3- 
trifluoromethylphenyl)-N-methylguanidine; or N-(l-naphthyl)-N'-(3- 
txifluoromethylphenyl)-N,N'-dimethylguaxiidine; or a pharmaceutical^ 
acceptable salts thereof. 
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12. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of 
Formula V: 



NH 

N— C— N— R V 
R 1 R 

wherein R is cycloalkyl; carbocyclic aryl; alkaryl; aralkyl or 
heterocyclic; R 1 and R 2 are the same or different and selected from the group 
consisting of hydrogen, lower Ci-e alkyl, lower Ci-e alkylamino, C5-10 aryl or 
substituted aryl; 

wherein R and the acenaphthyl group are optionally substituted by 
hydroxy, acetate, oxo, amino, lower Ci-e alkyl, lower Ci-e alkyl amino, alkoxy 
of 1-6 carbon atoms, di-lower C2-12 alkyl amino, nitro, azido, sulfhydryl, 
cyano, isocyanato, halogen, amido, sulfonato or carbamido; and 
pharmaceutically acceptable salts thereof. 

13. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of 
Formula VI: 




wherein X 1 , X 2 , X 3 , and X 4 are the same or different and are selected 
from the group consisting of hydrogen, hydroxy, acetate, oxo, amino, lower 
Ci-e alkyl, lower Ci-e alkyl amino, alkoxy of 1-6 carbon atoms, lower Ci-e 
alkyl amino, alkoxy of 1-6 carbon atoms, di-lower C2-12 alkyl amino, nitro, 
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azido, sulfhydryl, cyano, isocynato, halogen, amido, sulfonato or carbamido; 
wherein at least one of X 1 , X 2 , X 3 , and X 4 is other than hydrogen; x and y are 
the same or different and are 0, 1, 2, 3 or 4; and phannaceutically 
acceptable salts thereof. 

14. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of 
Formula VII: 



R-NH-C-NH-Ri 
11 
N 
I 

N 
II 

R 4 -NH-C-NH-R* 



VII 



or a tautomer thereof, 

wherein R, R 1 , R 4 and R 5 are the same or different and are cycloalkyl; 
carbocyclic aryl, alkaryl; aralkyl; or heterocyclic; 

wherein R, R 1 , R 4 or R 5 is optionally substituted hydroxy, acetate, 
oxo, amino, lower Ci-e alkyl, lower Cue alkyl amino, alkoxy of 1-6 carbon 
atoms, di-lower C2-12 alkyl amino, nitro, azido, sulfhydryl, cyano, isocyanato, 
halogen, amido, sulfonato or carbamido; or phannaceutically acceptable salt 
thereof. 

15. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of the 
following Formula: 

N-NH-R 6 
II 

R-NH-C-NH-Ri 

or a tautomer thereof, 

wherein R and R 1 are the same or different and are cycloalkyl; 
carbocyclic aryl; alkaryl; aralkyl; heterocyclic; 
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wherein R and R l are optionally substituted by hydroxy, acetate, oxo, 
amino, lower Ci-6 alkyl, lower Ci-6 alkyl amino, alkoxy of 1-6 carbon atoms, 
di-lower C2-12 alkyl amino, nitro, azido, sulfhydryl, cyano, isocyanato, 
halogen, amido, sulfonato or carbamido; 

R 6 is hydrogen, C1-C6 alkyl, C3-C12 cycloalkyl, carbocyclic aryl, nitrile, 
C1-C6 alkoxycarbonyl, C1-C6 acyl or benzoyl; or pharmaceutical^ acceptable 
salts thereof. 

16. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of 
Formula XI: 

NH 
II 

R-X-N-C-N-Y-R' XI 
I I 

(CH 2 )n 

wherein 

n is 2, 3, 4 or 5; 

X and Y are independently a single bond, a branched or straight 
chain C1-C12 alkylene or a branched or straight chain alkenylene; 

R and R' are independently hydrogen, substituted or unsubstituted a 
cycloalkyl group of at least 3 carbons, a substituted or unsubstituted 
carbocyclic group of at least 6 carbon atoms, particularly substituted or 
unsubstituted phenyl; substituted or unsubstituted aralkyl of at least 6 
carbon atoms and containing 1-3 separate or fused rings, or a substituted 
or unsubstituted heterocyclic or heteroaromatic group having from 1 to 3 
rings, 3 to 8 ring members in each ring and 1 to 3 heteroatoms, and wherein 
each of R and R* may be substituted; or wherein R and R together with the 
guanidine nitrogen to which they are attached form a saturated or 
unsaturated cyclic ring containing at least 2 carbon atoms exclusive of the 
guanidine carbon atom, and wherein said cyclic ring may be substituted 
with one or more alkyl groups of 1-6 carbon atoms, carbocyclic aryl or at 
least 6 carbon atoms, cycloalkyl groups of 3-12 carbon atoms, or 1-2 fused 
aromatic rings; and pharmaceutically acceptable salts thereof. 
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17. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of 
Formula XII: 




xn 



R 



wherein: 

R is hydrogen, C 2 -C 6 acyl, Ci-C 6 alkyl, aryl, Ci-C 6 alkoxycarbonyl, Cr- 
Cio ar alkyl, C2-C6 alkenyl, C3-C15 dialkylamino alkyl, Ci-C 6 hydroxyalkyl, C2- 
C 6 alkynyl, C3-C15 trialkylsilyl, C4-/C10 alkylcycloalkyl, or C 3 -Ce cycloalkyl; 

R 1 hydrogen, Ci-C 6 alkyl, C2-C6 alkenyl, C7-C10 aralkyl, d-Ce alkoxy, 
C1-C6 alkylamino, or C3-C15 dialkylaminoalkyl; 

X and Y are independently selected from the group consisting of a 
halogen such as chloro, fluoro, bromo, iodo, Ci-Ce alkoxy, C2-C6 
dialkoxymethyl, Ci-C 6 alkyl, cyano, C3-C15 dialkylaminoalkyl, carboxy, 
carboxamido, Ci-Ce haloalkyl, e.g. trifluoromethyl; Ci-C 6 haloalkylthio, allyl, 
aralkyl, C 3 -C 6 cycloalkyl, aroyl, aralkoxy, C2-C6 acyl, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, C 3 -C 6 heterocycloalkyl, Ci-C 6 alkylthio, 
Ci-C 6 alkylsulfonyl, C1-C6 haloalkylsulfonyl, Ci-Ce alkylsulfmyl, Ci-C 6 
haloalkylsulfinyl, arylthio, Ci-C 6 haloalkoxy, amino, Ci-C 6 alkylamino, C 2 - 
C15 dialkylamino, hydroxy, carbamoyl, Ci-Ce N-alkylcarbamoyl, C 2 -Cis N,N- 
dialkylcarbamoyl, nitro and C2-C15 dialkylsulfamoyl; 

Z represents a group selected from 

^C=0, X c' > X C / > X C' >o^c' : 

/ / x h/ W n oh^ n or 2 
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wherein R 2 is hydrogen, Ci-Ce alkyl, C2-C6 alkenyl, aralkyl, C4-C1S 
dialkylaxninoalkyl, heterocycloalkyl, C2-C6 acyl, aroyl, or aralkanoyl, and R 3 
is Ci-Ce alkyl, C2-C6 alkenyl, phenyl, aralkyl or C3-C15 dialkylaminoalkyl; 
and 

n is an integer selected from 0 (X or Y is hydrogen, respectively), 1,2, 
3 or 4, or a pharmaceutically acceptable salt thereof. 

18. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of 
Formula XIII: 



NH 2 

N C ivT xm 

r1 ^R3 

wherein: 

R and R 1 are each independently substituted or unsubstituted alkyl; 
substituted or unsubstituted alkenyl; substituted or unsubstituted alkynyl; 
substituted or unsubstituted alkoxy; substituted or unsubstituted 
aininoalkyl; substituted or unsubstituted alkylthio; substituted or 
unsubstituted alkylsulfinyl; substituted or unsubstituted carbocyclic aryl; 
substituted or unsubstituted aralkyl; or a substituted or unsubstituted 
heteroaromatic or heteroalicyclic group having from 1 to 3 rings, 3 to 8 ring 
members in each ring and from 1 to 3 heteroatoms, with at least one of R 
and R 1 being carbocyclic aryl, aralkyl, a heteroaromatic group or a 
heterocyclic group; 

R 2 and R 3 each being independently selected from the group 
consisting of hydrogen, substituted and unsubstituted alkyl having from 1 
to about 20 carbon atoms, substituted and unsubstituted alkoxy having 
from 1 to about 20 carbon atoms, substituted and unsubstituted alkylthio 
having from 1 to about 20 carbon atoms, substituted and unsubstituted 
alkylsulfinyl having from 1 to about 20 carbon atoms, substituted and 
unsubstituted alkylsulfonyl having from 1 to about 20 carbon atoms, and 
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substituted and unsubstituted aminoalkyl; and pharmaceutical^ acceptable 
salts thereof. 

19. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of the 
following Formula XIV: 

XIV 

R 3 

wherein R and R 1 are each independently substituted or 
unsubstituted alkyl having from 1 to about 20 carbon atoms, substituted or 
unsubstituted alkenyl having from 2 to about 20 carbon atoms, substituted 
or unsubstituted alkynyl having from 2 to about 20 carbon atoms, 
substituted or unsubstituted alkoxy having from 1 to about 20 carbon 
atoms, substituted or unsubstituted aryloxy having from 6 to about 20 
carbon atoms, substituted or unsubstituted aralkoxy having from 6 to about 
20 carbon atoms, substituted or unsubstituted aminoalkyl having 1 to 
about 20 carbon atoms, substituted or unsubstituted alkylthio having from 
1 to about 20 carbon atoms, substituted or unsubstituted alkylsulfinyl 
having from 1 to about 20 carbon atoms, substituted or unsubstituted 
alkylsulfonyl having 1 to about 20 carbon atoms, substituted or 
unsubstituted carbocyclic aryl having at least 5 ring atoms, substituted or 
unsubstituted aralkyl having at least 5 ring atoms, or a substituted or 
unsubstituted heteroaromatic or heteroalicyclic group having 1 to 3 rings, 3 
to 8 ring members in each ring and 1 to 3 heteroatoms; 

R 2 and R 3 are each independently hydrogen or a group as defined for 
R and R 1 above, and preferably are each substituted or unsubstituted alkyl, 
alkenyl, alkynyl, alkoxy, aminoalkyl, alkylthio or alkylsulfinyl; or R* and R 3 
together form a ring having 5 or more ring members; 

n and n* independently are each equal to 1, 2, or 3; 



R 2 ^ 



NH 

II 

-C— 
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X and X' are each independently a chemical bond (i.e., a bond 
between the guanidine nitrogen and R or R 1 ), substituted or unsubstituted 
alkylene having from 1 to about 8 carbon atoms, substituted or 
unsubstituted alkenylene having from 2 to about 8 carbon atoms, or 
substituted or unsubstituted alkynylene having from 2 to about 8 carbon 
atoms, substituted or unsubstituted heteroalkylene having from 1 to about 
8 carbon atoms, substituted or unsubstituted heteroalkenylene having 2 to 
about 8 carbon atoms, and substituted or unsubstituted heteroalkynylene 
having from 2 to about 8 carbon atoms, with at least one X and X* being 
other than a bond; and pharmaceutically acceptable salts thereof. 

20. A method for treating an infection in a mammal, comprising 
administering to a mammal suffering from or susceptible to an infection an 
effective amount of an aminoglycoside antibiotic and a compound of any one 
of Formulae XV through XV as defined above. 

21. The method of any one of claims 1-20 wherein the mammal is 
suffering from an infection of a Gram negative bacteria. 

22. The method of any one of claims 1-20 wherein the mammal is 
suffering from an infection of a Gram positive bacteria. 

23. The method of any one of claims 1-22 wherein the 
aminoglycoside antibiotic is gentamycin, amikacin, kanamycin, 
streptomycin, paromoycin, neomycin, netilmicin or tobramycin. 

24. The method of any one of claims 1-22 wherein the 
aminoglycoside antibiotic is a seldomycin, sisomycin, aurimycin, 
lividomycin, streptothricin, hybrimycin, coralinomycin, butirosin, 
strepomutin, nebramycin, tenebrimycin, ribostamycin, destomycin, 
trehalosamine, myomycin, fortimicin, mutamicin or kasugamycin. 

25. The method of any one of claims 1-24 wherein the compounds 
are administered substantially simultaneously to the mammal. 

26. The method of any one of claims 1-24 wherein the compounds 
are administered as a unitary pharmaceutical formulation. 

27. A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier, an aminoglycoside antibiotic and a compound of 
formulae I through XXV as defined above. 
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